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3. RBRERBE

3.1FKE
NN-DAFNWVN-RFATI DT v e RAWEROBREIL L ARERESEM -
AETER AT RER

32RABRE S
B031636

33REBREW
NN-UAFNVN-FF ATV R OERE Lo RERERER I OEERA
EEERETS.

34BRATA T4
OECD # AR (OECD Guideline for Testing of Chemicals for Combined Repeat

Dose Toxicity Study with the Reproductive/Developmental Toxicity Screening Test, No.
422, 1996)

3.55MH GLP

OECD Principles of Good Laboratory Practice  (as revised in 1997)

T LY E S AR ORBRE T AR MR I B E Iz o\
(BEEFEHEAEERAGRE BREEXEUEEERE REARABEBRREE
A EYE, AT 1121003 &, FAE 15-11-17 #FE 3 &, BEASRE 031121004
=, FEk 154 11 A 21 H)
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EASEEEES L EEEER Y EREMES
HRHBTRARE - B—TH2E 25

3R ECE
A& = FRER M 5EET
HREEXZ -TH1E30E
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B031636

3.13 B7F
W RBR RS 2 B BT OEEHRAFEEICRET 5. BESEIIEK
WEBERZ 10EME L, DBROBREIRRETLE LBEOL, RETS.

3.14 RFTHER

() R EE

Q) WRME DEFERY T
) RS E BT 5 E R
(4) BB+ A&k
) RBEERICETAER
(6) BIEFREZEDORHE

(7) AEA

®) B EE

3.15 B EBROBAL

ARBROERICEEL, EERICETAESH RS =SB eR 2T
FTEE SHFSEHT, 1995 4 10 A 12 BHETT), ARREE 2004-188) [TEKSx, BEEW
KT BYEBRGEZESOAREE.
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5. B

NN-DAF)V-N-FF L7V % 10, 60 B O 300 mg/kg/day D& T SD R7vh
(Crj:CD(SD)IGS) DMEREIZAZELRT 14 B MOAERZ R CHREILET 42 B M, MEIEIR, &
PRERTHE 4 BETREL, KERSEEBIOERERETE, ROTITENLD
ZALOEEMIZOWTREFLE. 1 #EOBEIIRE TS 12 It (BESWw L), M
T 12 T (EEE & U CTRREER X300 mg/kg BEIC4 5 IBEEM) &L, xt
RECIIE R (ARERFERANK) 0H2RELE.

& 5%

FETC2S 300 mg/kg DFENR 20 BIZHE 1 6, 4R 23 B OSBRI 1 fITRD O
iz, Fiz, 300 mgkg # CTIIRIENSMRESE], REBEFTRETIE, TEREOR
E, ReftBlUOBRERNA LN, EEFENICIIRELEEEK, AETE, &8
ik, CBMHESEMEMEE, O AR L ORETHOKESHE TR bk,
Z O, HBRWEICERT HREMBRFEIR L LT, BRORME EROERR
L OB E LR OBRAL, BEREORSIE E B RS 60 3 X O 300 mg/kg & O T
RO LN, MEEFRETIE, REER OB 300 mg/kg FEDOMEEHETRD
bhie., ThoBREHETROLNEET 2 BROEESBICEOER T,

BB HLN THRERENHLNIERL, FEERmERLE.

Z o, KE, BHE, LEFRE, RRE () BLUOREERRELEIAL
nT, HRMEICERTSZEIRDoNLroTc. £, FHNERBE, #
BERERIVBEREDRBHE THRBME ORI, MREREZ TR T 5%
BIIRRD b e o7,

AETERE T

EHERFTHEEE 0 BiZ 1 4, HREEOIEER L OHEREZ OB 300
mg/kg BETROOIVE. Z0f, AR, ZREE, ZHE, 2HR, B, FEREK,
EREBIOHERIZIIHBRYE R R T AL O b T,
FAEROKREICBWT, HERBOBDICHES HAEROE T A 300 mgkg B TR
Whh. oM, Mk, FAERD 4 BAFERE, AR, —RIREE, KERBIOE
BRI E \ZRR T A B LIEREO b hido .

PLEDREENDS, NN-DAFLN-RFILIV L ORRBLETICBIT 3K EE
ERMICETAERE R IIMHEELY 10 mgkg/day, AR ASHICETIEFES

I IEERE T 300 mg/kg/day, MEFR BN N IREMW TIX 60 mg/kg/day &5 % Hh
5.
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6. W=

NN-UAFIV-N-FF VN TV ATE R EESERIE LT, (bR, vy 7 —, B
i, JEEAl, BREGERERREDOERELTHWLN TS [1]. EEEHE LT,
OECD TG423 CEM L 7= 0512 & 5 &R Gl Category 4 (>300-2000)
W2 S, LDso cut-off fEIX 500 mg/kg bw. ThH o7 [2]. LrL, KEEREB X
OAEFERAEFZEIC OV TOMAIXRV. 4E, OECD Ik 2B (LEHE 04
MERIRDIESEREEEO—BRLELT, Ty FEAVWTKERESM - A5
RAEZMMHEEBREE KL, KEREIZLDIZERL I OEERAIZRITTHEIC
DNWTHR LD THRET 5.
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7. BB XU HE

71 #BRWE (RHER 12.1)

711 &%

NN-P A FWVN- RFLF Y v (B4 ; 7 ebh—)L 24B (Amphitol 24B))

7.1.2 CAS&H5
683-10-3

713 AFHE

714 AFH
2003411 A 19 H

715 vy hEE

7.1.6 MEE
27.1%

7.1.7 TR
AHZ—T VAR 0.1%, FIERE 65.8%, HRBGFES 7.0%

7.1.8 RSN
=R, #Y, BRAESR
WM EREET (15B8L041) , BEEHE 12.5~27.0C

7.1.9 ZEEMEDHEZR

WM E D ANFENOEZERERIET HAEREZAFL, REHMPLEETHD Z
EEHER L (BAHER 12.1, 12.2).

7.1.10 Bk LOEE
RER (F2FL, <27, R FH

7.2 REREY

7.2.1 EhpfE
Zob

13
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722 Rk
Crj:CD(SD)IGS

723 RELENBEH
FotlmEEAWEEERRIOESERA SN, BT —2ZNEETHY, 2HOHE
BAFENRERETHH.

7.2.4 BEHL-IV
SPF

725 BEAL
HAF ¥ —/LR « U—{ (EARAFEFR)

7.2.6 BEAENME
M 55T, ME67 T (AFTH ; 200445 H 12 H)

7.2.7 BEARHEE
MERER- 7 B

72.8 ®E-Blft

BRIk EE s BREEEEL, BRERENRBFTHD Z L 2R
BEEBIZ, BPATARBIORERT BICEERZEIE L. REHRKTH,
?&EfFaﬁﬁAHiT%%lH{:ﬁ;ﬁFaﬁtb —fRREEAZ B HBE L. STV TIE,
BEKTENOHEESZ 7 BREERELEZ. FORE, 28 kEECE
FIXH SN2 T hd, REEFEHZ R LB 3 FlIcRO b,

7.2.9 FREFHIGEEEE
MERES O iR

7210 B EBHIGREAE
EORESENEHERET20%THSL 2 L 2R L.
HE ; 318~381g, I ; 197~250¢g

7.2.11 BT
BRERGETBICEERBIMLEELSHEEC LY, FHOEHEKREMNIIEH 2

HEHICEEST L. 2B, BT oEFYHBRE CREEDOIRD S -1 3 4
BRSO ITRNICERA LTz

14
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7.2.12 W OFRH

BRI RBICIEMER L TR U CEEHE L, F— i3l BREs, Hhl, %
% - Bk 0B E R, SR, ZHRBIOr —VBEETRH LT VBT
7o, BOTRBRIIEAVFEIZIVEERIIL, F— P EERES, B9EE,
MR, #BRWE L, REEIIHA, OWE, R, REEE, SHBBSBLIV
T—VEBEETRH LT NV EAFIT T

7.2.13 KFE DAL
BT R OKRFEN TR - LR EBIBEICRBRENOHRA L.

73 BEVEAE
73.1 FBE=E4
Fv b ewURAEBERE Q121 F)

732 FBERE
7321 RE
21.5~254°C (FFZ&#iH 19.0~25.0C)

7.3.2.2 FERHBE
47.9~70.9% (FFrA&iF 35.0~75.0%)

7.3.2.3 #R
6~20E B, F—NL T v o T —Hig

7.3.2.4 FREFIRR]
12 B¢/, B (7:00~19:00)

733 EESM

7331 r—v

(a) HEDOEHAM & HEDOITYR - BRI 2 5 < EiM

=P 7 L—TRELEAT VRO ) FiFREREL— (195W x 325D x
180H mm, I ¥ UEESFMIR) 2FEHL, 7~12 BIC 1 ERHE L.

(b) IR - VHEHAMR

F—= b 7 U—TRBELERY I—FRx— b — (265W x 426D x 200H mm,
kR URRIRER) AEAL, 6~7 B2 1 [EZH L.

15



B031636

7332 FlL—

REHEIIA— N L—TRE LT AI = A8 N L— (M3 URSRERME)
DOHEERL, R LIZ. ZOMOEIEIL, EREMARKRE (R—&F o7,
AARF p—/LA « UX—(R) 2B L—%2FEHRAL, 4~7 BIZ 1 BT,

7.3.3.3 #5EEER
F—F 7 L —TRE LEERE T L ARGAEEEE (k% U RSN A
L, 4~7 BiZ 1 [E5c# LT,

7.3.3.4 %K

(a) HEDEHARLHEDIELR - 15 Hi R % M < i

HEA/KERE (M UBRBHRE) 28R LE. 270, BARZLEL L2
WX, A—Fr 7 L—TBELERY I —RF— MUK Q00mL, FUEE
B ZER L7 (BEREE 11.3).

(b) IR - B HIR

A=+ 7 L—TRHE LR Y I —R R — FUHEKR (700 mL, b3 U BZERE)
EEAL, 6~7 HIZ1BIZZH LT,

7335 25

(a) BEDOESHAM L MEDOLEIR - B R 2 B < HiR

=7 v—TRE LTEAT UV VARBEE (F— N7 T v axthc BERKERE
ff, FERUBEBBE) EERL, 7~12 Bz 1 B LE.

BEESITOn —7— g VERERREZ 1 EMIC 1LEITo 7. 2720, KEHIE
Hidu—7—3a U E2{ThRroTz.

(b) 4R - B HAR

RPN a=y BREFRESE (A4 7ueby b, 22780 OFRKTHEE
L7e AF— NV BE (M3 UREEHRE) 2HEA Lk,

734 FK#

7.3.4.1 T&8E

R - BB O — I3t — N7 V—TRE L EREYHEEER  (N—X
Fv7, BRF¥—/A R UN—) ZHEHRL, =3RRI I —RR—
R — O AR AR AT L T

7.3.4.2 I B ORER.

HEEANBARER O 4 —CER L oMERZREENOAFL, BYE
HEDIEYE N, BT OEEBREFIEEORMEIIEA L TWAE I & iR
L.

16
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735 £k
73.5.1 fEE
I —F 7 V—T7E U EREY A EREE (CRF-1, 4V = & VEERET 26)

7.3.5.2 FafHE
BEERE U, GESBCHEBHIRH L. 7220, FREEMR X O EfEE
BT H D 16:00 2> HHaAE Sz,

7.3.5.3 {54HE DRERR

MEEAN B RE RO B 2 —CEBLIZOTR R IR EDDAFEL, HALZD
vh (2 v FES 040113, 040212) OEBREREEOERYERED, YR ETOE
EBERIEEZEOREEICEES L CWAILEHER L.

7.3.6 ERAK
7.3.6.1 T&¥H
Sum 7 4 VE —JEIE%, SEAMRRRH L72KEK

7.3.6.2 FA7KEE
R RE, BEERE L.

7.3.6.3 SHT
MREHF Ao 2 —C, KEBEZ ELHHICERL, BSOS ED Y
FRTOEEREFIEEZEOREEIZEASL CNDRILEHER L.

73.7 IAEEME

1 7 —UdhTlc ) ZEHAR MRS 10T, R 1, W - BB e ST
TOMOHRIT 1 EE Uiz,

74 ¥ E
741 B FHIE
BO RERO&RE). BREICESE LT 7 v BE Y UF R AW THRE L.

742 B
1 B 1H, 8:03~12:46 D5 LT,

7.4.3 iR
7.43.1

17
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ZEFCAT 14 B R L OREHIH 2R THIRETR £ Tost 42 B & L.

7432 HiR-HEEY
ZELRT 14 B, ZZEHE, SEHEB I OO HERTHE 4 (DB EZEE 0
HeEdB) £TELE. 2L, DL -HEITEHREIBE TE L.

7433 MEDOEIEEY (VT 51 )
RENITT 42 BRI E L=

7.4.4 ®EFHORIRBEH
OECD A RIA VITHEENTWASEKMSEE L.

745 FAEBICHEOREHH

FIERERBRLLTO, 30, 100, 300, 1000 mg/kg & 1 BEMEHER 3 LoD SD RTv T
14 AERERDRSLUZ GRERE S :B031699) . ZOFEE, 1000 mg/kg BTtk
EFIREITD0, HOOITPEFEHER SN, 300 mg/kg BETIIFTREI MERED 241,
FRIM BRI DARE D NHE, B7E OKIEHDVIIIRESMEIZZRD5NZ. 30 BID 100
mg/kg B TIIBRYE SRR TAEMEFE DL oz, ZNHORRBIOAER
BROBEHMREEZEL, ARBROEHETALOZREBERTSFHEINS 300 mg/kg
EL, BLTAKK 5 THAEIL 60 mg/ke, EAEIX 10mgkeg D3 AELRELL. ¥
7o, PR (B AREFFESH K OBk 5T BEEERITT.

746 BERE
4ml/kg & U, BILHICHE LZAEBICESHWTEHLE.

75 BREBOFR

751 FHiE-HE

R E DB DFEDR 271% THDHIEND, FIEED 3.7 ££(100/27.1=3.69
=37 65) A FEL. REBROFAEL, HAE (B AERFESHK, KERETER,
v hEE 4AT4) BEINZ, AARVI B —TART 7 U BRI E . FIDICEHED
75 mg/mL ZFABIL, JERFHFIRLC, 15 8L 025 mg/mL OEEORERZTRELT-.
T720b5, 15 mg/mlL BRIE 75 mg/mL BEE 5 BAERL, 2.5 mg/mL W&RIL 15
mg/mL TIRE 6 fEAIRL, FHEL=.

FAEAEREIX 7 BRI 1 [EEL, BEICHT A E TR B - BRE&ET 7 BEE
REICHEELE. 2B, fii /oo —J  7HRIA TOREBIERIZTERL-.
BRI St AR G R B S5 T (42) , 1R ESEAIE 3.0~7.0C

18
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752 REMORER

BEROZH AT —La BBR GRBRE 5 B031700) 123\ T, BT OB
B OETE Y BRREESRET 8 HEOZREMN 2.5 BXTU 200 mg/mL ORET
HPLC IEICLVFERS N TWB (RAHESRE 12.3).

753 BREOHER

VIR L OLBEE LAY T IRKARORERESAERZ LICTHPLCIEID
IS L, BREOEMENRETEBE IO N THS Z E2HERLE. &&
BEIR DR EEREIL 91.2~102.9% Th o= (RFAEE 124 BLTUV12.5).

7.6 FWEIWRDSHE
BEIDHHTE, 5 \VT —ar (RREE B031700, & AREF 7T eh—
IV 24B DS HHENYF —au) D FEIZHESTEMLUEZ. SHTEE UL TIORT.

7.6.1 HPLC #:/ES&M:

T 7 LC-6A, BERUERT

HrHes:  1-3300, B SEUERT

#72 . CAPCELL PAK, UG120, 5 pm, 4.6 mm I.D.x150 mm, SHISEIDO Co., Ltd.
FZEIFH:  methanol/water (85:15, v/v) containing 0.1 mol/L NaClO,4 pH 3.5 (by H3POy)
FiE 1.0 mL/min

HEAE: 20uL

7.6.2 EHEFROFHHL
TRIZEVEREERIK (ST-1~ST-3) ZFRL7-.

T . . B
(21 AT (mg/ml)
SS-1 | #BW'E, 231g >  25ml/ A%/ —)L 25.0°
ST-1 |SS-1, 1mL > 20mL/ A& ) —) 1.25
ST-2 |SS-1, 2mL —>  20mL/ AF ) —)L 2.50
ST-3 |SS-1, 4mL —>  20mL/ A& ) —) 5.01

% HHEE (27.1%) M BE

7.6.3 FREIEROFER

LT DI GRBHR IR Z TR L.

*2.5 mg/mL H 5K SR L 2D o7, — 2.5 mg/mL K

15 mg/mL EHR B EIK 1 mL 20HL, A%/ —/VTHIRL, 5mL [ZHHERL.
— 3.0 mg/mL &K

19
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+75 mg/mL F 5K 5 1 mL 243U, A%/ —/VCHIRL, 25 mL IZFAR L.
— 3.0 mg/mL &K

7.6.4 HPLC JIE

ERERR B L ORBHE R E &R E LT HPLC [ZHEAL, 712*71\7“7AJ:0)%)§§§%\%
BO— I EEEIE RN 4~ 12 2B T 53 a3 L. HiELE
EERBEOBEBIOFDOE — /7 ERENORERO— {mmm REMRD—IK
B L UOREBB R ENLELN-HBRYE O — VEENLRENER F OIRE2:
K, EEHRIRDOFAIRERNOBERTORBEZEH L.

7.7 [EEHIRE
SFRREEFS L N300 mg/kg BEDORERESR- 5 ILIZ R SHAMKR T # 14 B O EEHR 28
7z, =L, MIEIRBEE TRV TS5 4 e LTRELE.

7.8 BEERR
Bt 4 BE = E R TR AR [EI1E #ARIRE T H A5 *2
(mg/mL) BfE*a HE*b RE*c HE*d
ot . 7%3 12 5 5 *4
(00101-00107)*5  (50101-50112)  (00108-00112)  (50113-50117)
12 12
0mghke 25 (00201-00212)  (50201-50212)
12 12
0mghke 15 (00301-00312)  (50301-50312)
7 12 5 54

30megfkg 75 (00401-00407)  (50401-50412)  (00408-00412)  (50413-50417)

1, ZEESEOEE ($43 B) 0fEY

2, FIEHFRETORE (57 8) IS

*3, B

¥, 774 M & LTREIIITHRMho 7.

*5, BiEE

BEHERD 9 bra~*d ZUT O LS ICAFRERE Lz,
*a, HERERENY) (B 42 B OMEFIRTE £ CIIEREEY b &)
*b, MEERERENY

*c, HEEIEENY)

*d, YT T4 F

RER 7 0 —ZUAHER 12,6 IR LT,

20
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7.9 REREREICETIBE - BREEE

TROHEEZBRELL. BOEFTIKRERHGEELZE 1 H, E1~THEZE1HEE
L7, %43 LG EESIME Lz, 72, MOXEBRILBZER 0 B, i
SETHZBBORE L.

7.9.1 —HRIRRR
BEERMIT 1 A2 (858, %), FOMOBIMIT1 B 1 BEFeTHC8EL.

792 {TEMRE

PLTFICRT 7.92.1 THOSMERBIERL, 2608z >\ TREHERTRIC 1
H, BeEHMRIcEE 1 EE 6 8E TIToz. 7922 HEBLINN7923HPEHT
X, HEIIEEE S flOoBEEE @MESO/NIWIEIZSH) L, F6EIT 1[E
1Tot=. MEIS BN O B SE VB % K88 5 flRk L, maHHFIc 1
EfTo 7. 728, 300 mgkg FEOM CIMHEEEOEENA BV, Sk HE DI
BN EEE S FRID R ol l-, HEOENS 4 BETORLLREY S Hl%
BIR U, 2 OBREIRROTRE 13:00~16:00 ORNCITo 72, REHIB T OB
ETHRBRYE DOERENRO bR otzlz®d, RESHEOBREIIThR o7,
BREBEDOHERIZIIRY I —Fx— FLr— (265W X 426D X200H mm,
b URMEIRER) PUCERISEE & L.

ITERBICE LT 74 v FBEIIThR»o77. 7921 BB LU 7922 IHOEER
HEIELIRAER 127 1R LTz,

7.9.2.1 M7 ERBIE

(@) R—Lr —PRNTOEE

R— AT —VNTOEBYORFEENT 1 SHBE L.

MREIEE : R, B MRS, WEMRS, MR

(b) N R TR
BYOEREERLE LS EUNGEL, F—UhoRVHLTEELE.
BREBEER 7y —YNb0BRYHBLE S, Ny R ATk AR5, BB, K
B (OME, REBOGE), #BE (HEOBEN), B (RIREH, IRBEASRE),
MR (RO GH), KWy, iR, i, ME, LR

(c) F—F 74—V RCOBE

F =TT 4= FORLICEDEBNTHOENI 2 OMEBELE (F—7
74—V RICEM B ANDENS, ZOREEL #Eo2mTARE LEZ.).
MEHER b ENY, BEE, PR, $E, K- 23, R, ESHiHHE,
BITORY, RE, FAMEESR, mEEES, FFRTE, RETE
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7.9.2.2 HEERE

(a) THIBIZ X9 5 st

=77 4=V NN THRE L.

BEER RS, BRS, BERIS, 74U FRIS, ZEHIER K
(b) EHHE

FORNT 3 —AF—Y (DPS-5: A<%) ZRWTHIEL.

REER : IR, BREES

7.9.2.3 BHREBIEDOHE

HEESERFEEE (SUPERMEX : SHTHHR) 2RV, 42 8 (REH£OD
BEETHR)IC, B h—RRx— VU —D8maig L, ¥ — VBT 7.
BEERNCH 2R h—FRx— M —DIcZ#HB L, | BEEE L. 723,
HIEEIZRIEBE S 10 SEICER L.

7.9.3 {KE

HEHRBREM B L OHREES S LE 1, 4, 8, 15, 22, 29, 36, 42 8L 043 H,
S HICHEREE) TIEE SO R X WNS6 BITHRIE L. MY 754 FNEMWIIRERIE
B & FROBEE CHIE L. MRBREMIIE L, 4, 8BLV 15 H, RELE
MEVIEEAR 0, 7, 14 BXION20 H, S LZMIEE 0B L4 BICHEIE L. A
EIZIXETF EMXAE (PB3002-S: X b T — -+ kL F#H, EB-32008 : (R B ERLERT)
Z FuNT-.

F, KEENEZHELIOMY 774 FNaiZE 1 B OREL LMD, MR
BWIAEL T, FEB I OWEHMEZENENE 1R, FR0 BB L OWE 0 H
DIREZBEUEITEH Uz,

794 PBEEE

HSRBREYR L OHREEESYI, & 1~4, 4~8, 8~15, 22~29, 29~36, 36~
38, 43~50 BB X 50~52 H, MEYVT 71 NEMIZE 1~4, 4~8, 8~15, 15
~22, 22~29, 29~36, 36~42, 43~50 HEB LTV 50~56 BITHIE Liz. MR
BTEERE LR CEETCRHELEZ. 7L, REHBFCEELTCWARIR
BIE Liginote. e ORXRBNPHERINTZUZOBORER, BIEIEH 55
U7 BIEICIEEF EILRAE (PB3002-S: A FF—+ h L F#8, EB-3200S :
BESER) ZRAWE. WTFhbEr—P 0L 0RSALBEERZRIEL, FHIE
BED 1 IEH7ZY 01 BIEHEEEZEH L.

7.9.5 MKFEHRE
HERBREY CIIE 42 B, HEESHYBS LIOWEYT 54 M TI3E 56 B, MR
BREM) CIIE 4 HIZ, 24ATFEWEF R 4FEI VRS IS, RIENSEY
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(FmE) & LT, HRBREWIIEYESO/NIVWIEIE 5 A, HEEESI X
OS5 1 FEiZ e, HRBEYIISHENEEMEESDO/NSWVIEIZ 5
FlE Uiz, #EE A OHERIRFICEIROEY T X F—VF NI UL (T
AP —ib, BB ZEEARES L CRERL, BREIRE VEM Uz, $E
L-fiZZ AW T TEROERZBRE L. (9), (10)DOREIEIZIE, EEEMHEEAE L
T32wN %7 ZVBE=FT N U LAKEKREFERL, EO008 (12,000 ipm (&KX
HDINEE 12,000 g), #94°C, 34 LTEHELNLAMELZAW.. EOMDE
HOEIEICIE, BEMEIER EDTA-2K TR Lz s RV, 7B, okl
3o T MEVIAZ BAERRH 26 B @ 16:00 HH X 0 & S w7208, 8ilnk L ORI E X
LizinoT-., BAROMER L OCMBIIREKTRICEELE.

H H RS
(1) FRifEkE (RBC) BOR{VALER — ke —H —FCM ¥
Q) ~EIOERE (Hb) VT VAT B Ut
(3) ~<hZUrME (H) BORIBALE — Yk IEL— P —FCM 15
(4) FHRMEREFE(MCV) 1), Q)LVEH
(5) FHIRMmERMmERE (MCH) (1), QLVEH
(6) FHyFRMER M AFEE (MCHC) (), 3)EVEH
(7) HEIRIMERER (Ret) RNA #efa 2 kB —P—FCM ¥&
(8) I/ (PLT) BROR(LALEE — kT — P —FCM £
9) Fabar U (PT) FEBELR T
(10) FEHEALE Sy b R 7T AT B JERGELRR H AR
(APTT)
(11) BBk (WBC) R SR EIEERNC LA — Y —FCM ¥
(12) BERESR Wright Y& BEIERIC OV THIE
BRI
(D-(3), (D), 8), (11) ADVIA120 (/SAxT/L AF 4 H/L4R)
(9), (10) CA-510 (/R A7 2 0)
(12) MICROX HEG-50, HEG-50VF (F A )

7.9.6 IMKAENLERE

HEEH IR LMK O—E 2 =R - EET T 30 DU EEBER, BOOH
(3,000 rpm (FRAELINEEE 2,050 g), #94°C, 10450) L, Boh-iEz Awn

TTROEHZHE LE. A BREREY, MHEORESYEIOE 1 By

Wose T BB Y BICAT - 728, 56 2 WL OS5 T8I 1 MRIMICAT

S (BIEE CORFIREERIE : -82~-77C). BLOMIBITHN-80°C GrEss

B : —-60°CLLTF) 7 U —P—NTHREL, RBRETECIZEEL-.
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H H 5 &

(1) ASAT(GOT) UV-ratei#: (JSCCZE Bi%)

(2) ALAT(GPT) UV-rate}#: (JSCCEL B1%)

(3) yGT y - NI p-= b 7T = R EE I (SSCCH B %)
(4) ALP p-=ba7 ==V U BREEE JSCCH RIE)
(5) MmrULIEV EE5R1E (BODYE)

(6) RFEE=R E£3%-UVis (Urease-LEDHIE)

(7 IvTF=r B% 375 (Creatininase-PODYE)

(8) Jnm—2 F£3%-UViE (HK-G6PDHIE)

(9) WarzFo—nL #5515 (CO-HDAOSHE)

(10) NZUETAR B2 1% (GPO-HDAOSYE, 7 UEUVIEERE)
(11) HEH Biureti:

(12) 7T BCGE

(13) A/GHt BEABIOTZ AT IVEE

(14) N7 OCPCi%E

(15) Y BE3& 1% (PNP-XOD-POD{E)

(16) FFU”7 2 (Na) AF IR EBE

17) AV LK) AT RN ERBIE

(18) Z7a—/1(Cl) A BN EARE

I EHESS - TBA-200FR (3R Z)

7.9.7 BEDRRE

KRB DWW, KEHOEYE RS D/NIWIEIZ 5 FlOEM %5 38 B DFHT 7
RFE L DV EBRR 7 — VIR L TEONEFEHEREAVTTROO)~TDIEE

ZRIE Uz, BRI EINICER L, YEERNSLNKERHE L. TiLoR
BARIEIC X AREND, #HBRMEORERFEONAEIBRBD LN o=l d),
RICE, ERRERAWVEHRE, BEEYORBREITIERE L2277, BRORX
BELT-.

H H 5 ¥
(1) pH REBRIE (SVTARTAYIR, WATV AT 4 HER)
@ =EH BREHIE (SVTARTAYIA, NAZV AT 4HMER)
(3) Zna—x RERHEIE (SNVTARTAYI R, WAZNV AT AHMR)
(4) R REBAIE (SVTARTAYI R, NAZNV AT AHMR)
(5) rvyLEry FEBRARTIE (RVTARTAYI A, WATN AT 4 HMER)
(6) i RERIRIE (RNVTARTAYIR, N4V AT 4HVER)
7 vuvry/)—Fv REBRIRIE (SNVTARTAVIA, NAZNV AT 40UR)

HIE#ES : (D~7), 7 V=7v7100, XA/ AT 1
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79.8 REFHRE

798.1 REEE

SEMREE O S b, HRBREY TIIEHOBYE R O/NSWVIEZ 5, HEEE
R L OWEYT 74 NEMTIIER, HREREBY CIXoh R RNREMESO
INEWEIZSFIOTEHROBEBEEEZHE L (MAMEOREIZE LD THRELR).
7720, BEZEFCOWTHERBIUOBR EEZRE LE. £72, SR AORE
ZHEL, THICESWTCHMERE GMEER) 2BHLE. ETBLIOEHE
BN LB, 9L 2o MOREEEITHIE Lo Tz.

B, LR, ATRE, ENE, BUE, MOER, MR, MR, BERLE

7.9.8.2 RHEMEHBRE
BEREYITERNE, IRACEMIL 7.9.5 TEOFEIZHEVRRELT THEREIR
ZOIBT - FRL U, 2B S8, HR U, o8 L7z - MR R AR 26
HIZZNEN ERRFETREFIE%, RRCHRLE. BREBXOEHER
MFET LT B30T BIR LT,

7.9.83 JREEBRARE

LEYOTEORE - BlR L OSHERSET LEBBmOARERERL,
10vA%EFIE Y VERRE R L~ ) VIR TEEL, RFLE. L, BOBESE
ORER LIRIZT 7 VIR CEER, 10vv% T i) VEBEIR L~ U URICRE L.

B, TEM, MR, VU o8E (THE - BRE, ], W, B, BE (+°#%
B, 2285, ERG, B, IR, ERR), BRI - LR/ME (FRAD, DI, FFE,
feng, Ehg (M), BB (GEED, BERE BER (@A), BELE @RED, ¥
Do (GEERET), BISZREZRE, IR (FAD, 7%, & B ORE),
AEIERE, R, WIRAEEIAL

SPEREE & 300 mg/kg BEOBREREH B D 5 b, HERREW CIIBWE S D/
VIELZ 5 41, BB Cidortth B SR BB B /NI WEI 5 f]o LRRSRE,
FTEMS (BMEE : 50410, 50411) BIOEHERMELT L-B8Y (8HE
5 :150404) O LRRE, MEELSTREEMMORIRAERE ML L OFEER 1
B (BES 1 50401) DI ONWT, BERZE- T~ MRV v e F D
CHEEREERL, SRl

ZORER, HRYBEICERET S LB o BB HEREDE, BiE, Bt X O
DOFIR L+ Z3RBICRD bz, D7), 10 B8 KT 60 me/ke B D5 %A
BT, LEROEETENLZL S Gl L BERET S OMESE D YIRE -
AR (BiRR L O BT, ECTIEREROL, HIIERER L KRE) o
WTHBREEIT- 2.
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FEEEM D 1 5] (BMWE = 50410) DZERE, EIRG, B, BEbt, FHIRRE, tho 141 (B
R 50411) DZERE, ERE, B, FURIRIIEZ O EH CRMENRRS -T2, JRHE
AR E N TE R o7, SRBEOE 2 F (BE5: 50105, 50109), 300
mg/kg BEDME 3 5] (B 5 : 50405, 50406, 50408) D ;48] bR /IMEIIAZA(ERLOE
BThRbZ-D, AR ERTER o7 (BREE 11.3) . Rk, FEEFEEE 1 4
(EhE 5 :50401) ORERE R, EEBIRICIIFEE TI0BER AT KBS0

277,

7.10 AFERATRMICEET B - REEE

7.10.1 AFEBSRERREE

7.10.1.1 1A

BEOHMEEFN OV TR GG R MO RERE R = ToE B FaiFICEE 28
WmLCHESREREL, $ﬁéﬂﬁaﬁkiviaﬁﬂ¥%%(éﬂ%m4~6
HCR\WEMW) ORFEERFEHLE.

7.10.1.2 #ZED

BN THE LM 1 OB 2R, 15 B (ERALER) @ 16:00 EHA > 4 B
BRFARESEE. REHEEOZEENOMOERE 25 B FaiTIicERL, Bad
BVIBEREARARICETFRRDONESEEERBHRILE L, TORYEEOR &
L7z, TROORENSKROEE#EH L.

(a) REFTE B : REBIMARHE, REMRMETICELEZIE
(b) ZRRRSLE TIZH L BB ORI

() REE (%) . REEWEFEEHED) X100

@ ZBE (%) . R ZEESE) X100

7.10.2 HHEBIOEE OBE

RELMTIEFZBERDHIET. SHBEOBSRIEE2 BN525B%TI1H
2\ (GFRT9KE, %488 1To7. FRIIBFBORRTHOMNBTET LTWAEW
FUZHSHREL, FORBERWEEOHE L. XRHERKZ 25 BERTHLOEL
RWERIL, FESWRMEE Lz, DR LB (BEY) BEERZA%4H (8
F4H) ETHESE, B, BE BRO0FEZOWBEREZEHEE L.

7103 HEKR T HRORE

BEIIFRFICIVEB L OFEEZHHE L TR I OEEREEERE L.

7o, FELHEME D FIRICIRE L, ARRMICEERITED bNRWERIITE S 10V/v%
FALT VB U AKBERICERE L, BEROBELSHER L. B, ESBMETE
FROFED B2 OB IEEIRME - Uiz,
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THHDBRENSROIEBEEZEHLE.

(a) FHIEHIRT IR0 BB T B £ COHIM
(b) HER (%) : (ERHEME M) X100
(c) BERZE (%) : FEREFEFEF) X100

(c) WiE (%) . (RHERE FREK X100

7104 FEROBE -KRE

7.104.1 FrEROBE

WE 0 HICHERK (WEARE, TERE, EBIUANRETOFEL R
B, F0O%IT, —RIRE, FCoFESLEREELE.
INOORERNOIROEEEZEH L.

(a) AR (%) : (HEARS HRHEERE) X100
(b) FERD 4 BEFR (%) : (HF 4 HAERE HEARE) X100

7.10.4.2 AE
B OBIVN4 AICEARREZBEAERISLICHE L. £, £% 0 BOKELE
woAEENEZEHLE.

7.10.4.3 H&

A% A BICEAETFEROOE2ELAEEZRE L, BB & RFICZRIE I 7218,
B Uiz, FBICIRIZOW T 10vv% e ) VEREE RV~ U UIRICIRIE, EEL
721, ERBEHRETTHRLE. 228, Shah T L-Ew EW%mEs
50411) POHEEINEFHERDO > B, £AF L TCWEHFAR DRRICEREIE I
771, HRL7.

7.1 FEFHFHOSRAT
FARICET T — 213, EREM I L ICEH LERELIERRME Lz, 28,
FEALIRME DR BHETR % OARER L EBHERITFHE DX EN L R LTz,

FET 213, ZEXRBREECTHRIZHEEEEMN Lz, 37205 Bartlett
B L AEDHEOREEFIT, SBBRE LWBEIE—TEE SO, o83
UL WA IT Kruskal-Wallis DREZIT o7z, BEICEEENRO N5
41X Dunnett 1= % 72 1% Dunnett B O L E LB 21T o 72, —EFDIE H 1% Kruskal-Wallis
DRREN STV, BERICAEENRD 5N 72541E Dunnett RO L EHE 1T o
7. RBEIZBIT 2 LEOHET — Z 1% Kruskal-Wallis DEZITV, HEEN
RO LNZHE L Dunnett BOZEHE 21T o7, Tz, FREEBREREICBT
% EHET — & 13 Wilcoxon DJEATFIIRE TxIFREE & D 2 BRI LLER B 1T o 72, F Dl
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DEETF — Z 1% Fisher DEIEEREIZIVRELE. SREDEEKEIL 5%
L. MEREZEMERBR AT A (MITOX, =HEMT 2T LK) ZHAWT
Eh LTz,

FEFRBAT OMEEEII TEREO LBV ThHDH. —IREE, TTERE GERE
WHEER, MEERE ORI 5 RIGH) BLOERBRETRICOWTIE, B30
RN & EhE Ul o 7.

L EERE

RE, AEMNE, BEE, LEFHRE, LIRELERE, BREEE EXEE,

MXER), TOREFET —7 (BH, BRERR), R/, FRK HER
o (HEARE, RERH

Kruskal-Wallis & Dunnett % (> 25 5 H

Rig#E (pH, BH, ZArv=—X, F bR, €Uy, BhL, yavl )—5
V), REFIER, KEBERYE ISR LRGSR, EHHEE A, &
IRHAM, FRE, o, HAER, ARBFORIE, HAERD 4 AEFEE
Wilcoxon D IELFIFRE :

B ERE

Fisher D EZEHERYE
BEMESHESMOREAR, KRR, ThHE, HER, HH (i), AREER
*H T HREMORIE

712 VB a—F AT ADFER

UTWARTT — & ONE, BHEBIUEFHIIRZEERR T 27 4 (MITOX, =
FHEM AT L) 2HERLE. Y% AT LD Ea—F7m ba—L
WX 7 — FINESHE, T X INEDOHBEEREFE L., aPa—F v RAT A0
Fu b a—AEEL LTB031636_ ((13zE@) AVE. 2B, avPa—F v
AT N TOWEBRME 41T “Amphitol” & L7z,

FT—HINEBIOEH -

RE, o, REREREH, BEE, MERFRE, LEELFERE, RHBE pH,
BH, Jra—X, bR, EUAE Y, B, vre) —5), REEERE, JRE
kR, WA, CELRGE, SRR

F—HEEH

—RIRRE, HRR
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8. R

8.1 XE®RSHEM

8.1.1 —ARIRAE (Tables 1-6, Appendices 1-6)

FET-AS 300 mgkg DHET 2, SHERFETHFEED 1 FTHRD bk,
FTEMW O 1] (EEE : 50410) 1X4FIR 20 BiZ, o 14 (BdpES : 50411)
IR 22 BBt A BERE L, IR 23 B OSBRI T Lz, £HERELE
D16 (EEE :50404) 13X, DT ETIZ2 BE (FIE 22 H~24 B, #E)
FEL, OB TRIOIHERSESFIFET LW == DR T & L.

BE5ZORERE LT, FREEN 300 mgkg FHEDOE 7 BrbBIE I, FRE oM
ICHERER B TR O bz, oM, BEME® 5 WILTEHOENS 300 mg/kg £
DHEHESR- 2 FITH B, Wb —BEORETH o=, M2 F 0N 1 FlikEE
EELT LB, M1 BN F CRIE L8 Th o7z, BES 300 mgkg
BEORE 1 HlC—@BMEICRD bk,

WERE L EEDIRWELE LT, HDKRIBI 300 mgkg BEOHE 1 F, ik X

OHIESDORLED 10 mg/kg BEDRE 1 I TRO N, BOXREIIN 1 BREITEE L
7=,

10 38 X 00 60 mg/kg BEDHE, 60 mg/kg BEDOME: b ONCEIEEM TIL, EFIIRD
Lo T,

8.1.2 1TERE

8.1.2.1 FEMIZREEIRBIZE (Table 7, Appendices 7, 8)

wREHMYT, MHES DERYEORELEZ DNARMITRD N oT.

8.1.2.2 HEEERRE (Table 8, Appendices 9, 10)

R4 5 KGR L OEBAHRIEDORR, ML bEBRMEORELEZZ LN
HEALITRED b7,

8.1.2.3 BIEENEDHIE (Figs. 1,2, Tables 9, 10, Appendices 11, 12)

MR LERERBLIUOEHOERBRIL, SR ERERLETRELORIZE
BEEERD RN T,

8.1.3 {AE (Figs. 3-5, Tables 11-20, Appendices 13-22)

MERE & B IR EFMF B IUOEEHMOWTIICS, BERYERSE L MREEL
DEICEBEEZTRBO b2 hoTe.
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8.1.4 TEfHE (Figs. 6-8, Tables 21-25, Appendices 23-27)

BEEOEEREEN 10 BL300 mgkg BHOREDE 38 BHIZRHLNZ. LL,
60 mg/kg BETEALDRNTE, 300 mg/kg BEDRMET 3 41 (BhE S : 00402, 00405,
00411) DIFEER BB RBHOMOE Y L IL~AEREEZ AL, TN USMNIMEEE FREDOE
Thol-Zd, SHICERHMZEBL TALLEBHEDREIX—BEOE/LTHAT L
Nh, R E I EHETILO T RN eEZ LS.

300 mg/kg BEOHEDEE 50 B (EIEHE) CREEOEERRENLLNZDR, 5 H]
HHR OB ELFIRE SIS, BROREEEZLND.

HETITERIIM T WIS b BMTIRO bhe, SR L RRISHES L.

8.1.5 MK (Tables 26, 27, Appendices 28, 29)

B ERTHRETIE, rbal RIS FRBEORED 22.50 sec IZXTL, 10 BEW
300 mg/kg BEDBETEINEI 17.94 sec BL N 17.86 sec LHERKEZRL. LoL,
YRR O =T —& (£ 18.51 sec<Min-Max, 17.07-20.50 sec>, 2000-2003 ££) %>
5, 10 BXLO 300 mgkg BHOEIIE BT —FNOEETHY, MREOCENBELZ R

L7zbDEEZLNT. ZOZEND, BB LEEDRVEBRENREIEEZLN
5.

EER TR ORE TIIHFREREEOF EREMED 300 mgkg DO THRD LN,
B ER T HRBE IR oT- b, BRI EEEZ NS,

BREKTHROMBIOEEKR TROBETY, EEBRMERSHIOEITEDLN
7Rt
8.1.6 IM#ERA(LZERRE (Tables 28, 29, Appendices 30, 31)

RERTRBRETIE, REEZEROFERDED 300 mgkg BOMHE, hALTAD
BHEZEEDN 300 mg/kg HEOMTEROONE.

ZOM, WERTHBE Ty GTBIUILTF o0 OFEREMED 10 mgkg BEOKE
TROHLND, 60 BLO300 mg/kg BETIIEALRK A EEOBENR2NZ LD, %
BRI RETAELTIIRWEE 2 A,

EIER T RORE T, MRELHEMIIFEO N7,

8.1.7 DRI (Table 30, Appendix 32)
BHRMWE R GHELEITROLNRD T
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8.1.8 ZXEEE (Tables 31-36, Appendices 33-38)
BRI E B BB OMREL L ETFRD DR o7,

8.1.9 FHI#FTR. (Table 37, Appendices 39, 40)

W R B E 5L B A2 300 mg/kg BEDOMERED BIZFRDBITE.

BB RO IRE A 5% MREIEMY O 300 mg/kg BEDORE 7 FIME 6 HlioBoOONZ. Z
Do, T4 FICIERISALREDO BB %Mo TV, BB MR FE A & 514 A7
il@;%@ 300 mg/kg BEDME 1 FITROONT-. EEZESEY I, ZnbDELIX
Fon 5@63’”&753071

FETEWY (BE R 50410, 50411) DT T, B 5B MHS B &R ﬁﬁ%‘*ﬁﬂ%
DIREA 2 FICFBOH LIz, ZOfh, 14 (B E 5 :50411) TIL T EAEDERIF
bz, EHERPET LB (BE S :50404) DT TIL, RIBEMIEDRE %
FUOMBROFEREITR OO,

AETEERRA~DOELE LT, FAEORE EFRBRHOFEEAH IS REL LV 60
mg/kg BEDHES 1 5] (BiE S 1 00101, 00303), FAIMEOREERE L OWRER KD
INBIDSSTBREEDOHE 1 B (BhE 5« 00105), MAMEDREEE L OWEERE Biko /N
25 300 mg/kg BEDOHE 1 B (EHES : 00401) (23D BN, RETRIZAEICERK
R bk, MEORRBLEFI TSI L. 270, mAMEORERES L UOMHE
RO/ 7R LTz 300 mg/kg BEDHE 1 FlOMFHEIISIE Lo 7z,

DN ODD AL B 1% B L OEIE % 75 B CRO LN, 1 HlOARDE
b, E-ITAERICEMRREEEL THBRIEND, WL EEBRME & 1IXEED 2
Ak & HEr L.

8.1.10 JRERAKRFT . (Table 38, Appendices 39, 40)

FITEETEYOREORR, BRWEICERNT S & BEOh DRI HHOT, &
gk JOBMICRO o . BB bR L TORBERREXFR IR LT,

AE : RE LR BERN RS ZEHEY D 300 mg/kg BEORE 3 FlH 1 5 CELE,

HE 3 B 6 B CHRERE, 1A TEEICED LI, 300 mg/kg BT 2 IZRE
VY, A LTOEEDSHE 3 B 7 B CEREE, HE3 BITCTHEE, $EALONHE 4 Bl 2 FlT
R, ONBMEREVEMIIRIEISKE 5 B 6 51 CHREE, MEHER 1 6 CHREE, kE
TREDKIED MERES: 5 5] CHRE, B 1 I THEEICROOLNE. £z, OB AR
300 mg/kg FEDOMERES 3 FICEREICR D b, BERBEIEH TIIINLLOE
b5 %5, 300 mgkg BEORE 1 BlIZRBE ERBERRIBEICRD bNEDOHTH

o7
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R | HERE SRR DL E o SR EEREE b B DRERRIL

451 : 1 I
PEE R EaiER : FS RS FS RS
iR AR (mgkg) 0 10 60 300 0 300 0 10 60 300 0 300
JL—F
ﬁﬁ% <5> <5> <5> <> <5> <5> <5> <5> <S> <8 <5> <5>
R LR + 0 0 0 3 0 1 0 0 0 1 0 0
+“+ 0 0 0 3 0 0 0 0 0 6 0 0
++ 0 0 0 1 0 0 0 0 0 0 0 0
AT + 0 0 0 3 0 0 ¢ 0 0 7 0 0
+ 0 0 0 3 0 0 0 0 0 o0 0 0
fiystie + 0 0 0 4 0 0 0 0 0 2 0 0
UV IRIRE + 0 0 0 5 0 O 0 0 0 6 0 0
=+ 0 0 0 1 0 0 0 0 0 1 0 0
PN + 0 0 0 5 0 0 0o 0 0 5 0 0
~+ 0 0 0 1 0 0 0 0 0 0 0 0
[6)2Y + 0 0 0 3 0 0 0 0 0 3 0 0
23 <5> <5> <G> <5> <5> <5> <5> <S> <S> <5> <5> <5>
TR Rz, ST, + 0 0 0 0 0 0 0 0 4 4 0 0
B E OB + 0 0 4 3 0 0 0 0 1 3 0 1
Rt <5> <S> <G> <5> <5>  <5> <S> <G> <G5> <B> <> <S>
FEIE bRz DABFERR + 0 0 5 0 0 5 0 0 5 0 0 5
=+ 0 0 0 5 0 0 60 0 0 5 0 0

EMTER: FS, H5%425; RS, EIIEHMRT
< RREEEE
TU—F: + &, +, PEE; -, BF

B - AUIE ORI L, BB I ORMAEEN~DOBE 2 S L 1 5 R
B LR OB EIN, 5% AETE O 60 1 KO 300 mgkg BEDOMES 4 ] T
B bz, Z O, EE#RETEY CIIRBD b ol. ‘%‘*J:Hi
DBFEELD 60 mg/kg BEDOHE 4 FIME 1 45, 300 mg/kg BEDMERES 3§ CEEIZERD
bz, Z OEAIZIEE % T8 Cid 300 mg/kg BEOME 1 FIICREICRD b
TmDIHRTHoT.

FERE : K5I Rz DRSS 60 me/kg BEDMEMERRF CRE, 300 mgkg BEOMERES
BICHEEICRO LN, oL, EESENEY TH 300 mykg B OMLE
2HCTREICED LIz,
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BRI b A AEORE ERBE OB AR FRIEE, FEMEORBE
O/NENIIR BIEREME SN, €U BE EEO/NEIERE T BY, Ak
DOFEEO/NENT OB MEZENE, ZhICHE o BB R/ NIIENE D T
Holr.

BB T, HBRYEICERT A E LT, MBORY ERBME, AT
EBLIOOS A, gEAMENME2 HlE bizA DI, M2 TI1HITIREROREFZ
DBFRL, MBROZERELRD b, B, FHEOEHCEEIRLS 2 OB,
1%@%%mﬂﬁﬁéﬁ#ot.%@M,@&_mbEMLﬁﬁabflm(@
WMEE : 50410) TiX, [KECEEOME LR OER E FEEDOBERFEDORIEMSE

IR, FHCHRESED ) oM LEEDOKENTED b, o 14 (EmEs

50411) TiX, FiOFERB X OCHFEO RLERIChENTO b, ERE LTH
FEME I NEEEMREE (DIC) BNgEbhiz. Zof, FEBLIOFEIZBITSH
0, RO BEEOZERE, BIRORBEELEARD b, 28, MR ThLbh
7= THRIEDERIL, FETNESHEBFOEZITRO N0 7.

EHERNFT L8 T, #BRPEICRRTA2EE LT, fMiB0ORELEE
B, ATiE, A, 06 AB I OENRMIREN, BRoRME LR
i EFER L OB R LR OERRR, BEREORE LR OB L OHROZEKE
DR Tz, Z oM, REREOENE, FiROFMER X OO A RHE
WAERAR & B s ZzEfal, BT ORIRE DB &567%71 7wk, +—-3
%ﬁ%h&@@%m# Db, WBRYWEORER SRR, RERET SR
L OEE R R B CZ OBMITRD Shieho T,

MED IR TR E OB B A B, 10 B X V60 mgkg BER b N [EIE 4 fE 3 E)
YIOKRSEOR TRELER, MRELOZTFED N o7-. 300 meke
HOM TR b EHROERL, BTRBLIOCEHEREMZR SN -ERED
FiheEEZONS.

Z OftifEx DA T ER R L OEERFTEY OB DA TR
Do, Ty FTIIERRENICERTIEMTHY, TORFRIUTH L H
BREEDBONIRNT LG, $EBRWME & TBEED RV L &l L.
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8.2 AFEFAZME
8.2.1 ZA:FEHEEE (Table 39, Appendices 41, 42)

HEEERETIE, 4 BESZT LWt REE, 10, 60 36 L8300 mg/kg #C
FNEFNEEE1L2AF, 12, 11, RBLOC10FITHY, WRYEIZ L3R
HEEH D WVITEMRIIRD N hot=. 728, 300 mgkg B0 1§ (BiEs
50411) THREBARILEZHOMER RSN, HEEORBIC L Y ERHNER L
%ﬁsﬁkj bf: %O)ﬂﬁ -, E-l%l\éﬂﬂ;q%ﬂwﬂ_@% imh&)gi’bfﬁi)iok.

REIIEBHOSFICTHRIM L, RBR, REBEHRL, KRB E TICH LERE
HOEEE bICHBRYERSIFEREL OMICERZRIRD N o7-. 3
TRIRIELT 300 mg/kg BED 1 5] (BE S : 50401) (A BNTTEITT, ZHRIIZY
R ER G L R L OMICEREIR D N7z, 728, FEERED
FEEHEIE A ORES L UM R FERO/NEIR L B, FEERIIHENRRE & &2
LIz, KFFREFBICHAONATT, HBRYEIC L 3EETIIRWEEZ D
na.

822 ZHBIUVHEIRER (Table 40, Appendices 43, 51)

FIREHIE DO IEE R X O HE R OIEMED 300 mgkg B TRO b, Fofh, &
B8, FRE, BRBBIOOBRIIIFERDE RS L SR OMICER R
% nlubbgj’bfiﬁ)’)ﬁ_

A%& EDELET, 300 mgkg FED 2 FUCLLTOEMBED bz, 1 4] EinE
: 50411) TIX, R 22 B OSSR OBER TS FIRH I TWEa, FE
i7f§J@§Et %ﬁ)ﬁﬁmu éh, BE LTS LTV @l@]%@%@lﬂ

smm%ﬁhL%wat it,%ﬁémtm%ﬁwm3%ﬁi@%®%t%

REFZIZETFL W, o 1§ (EMWES : 50404) 1L, DR TETIZ2 B

%(ﬁ%zu%a4a)%%L%F%rbtt@%f%ot.xﬁawﬁmﬁ%

23 BiZ 16 BlOHERNBEINTDN, MB2ORR, FENICEELTWARE

DHER SN D BEZET, TE 24 BOBERITTRTORENRHE I

7eds, REERIIET L TWe., RXEEMICRIT 25, BERER, REyim

ET A5 EORBITENIERD oz, FOMOBEMZ AL L OWEEST

HOERFIIFED N7z,

823 HAER~DEE
8.2.3.1 H4EIEDBIEE (Tables 41, 42, 45, Appendices 44, 45, 48)

HEE IR RS 300 mg/kg B TIRMEZ R L, ZIUCEWHAERGEKEMFEREZRLE.
2B, MEICBLITERD o T,
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—RIRRER LU REFE OBETIY, FKRYEICERT AT o
7e.

8.2.3.2 {AKE (Tables 43, 44, Appendices 46, 47, 50)
MHEDOFERIUOHFEBNEL bERVWEREH L IRHELOBMICEEREIX
O Lol

8.2.3.3 | (Table 46, Appendix 49)

HE 4 HOATFROFKRE L ORTCROFIRTIE, #HBRYWE I ERTIRERR
RO b anoTz.
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9. BEB IUR®

NN-TZAFLN-RF AT U 0% 10, 60 BLT 300 mgkg DHAET SD 27k
(Crj:CD(SD)IGS) DRI AZELRT 14 B 2>DATELZ#R CHEIXE 42 B B, MEIISEIR, 43
BERCHE 4 BETREL, KEZEFEEBIOCEMEBAEFME, ROITEALD
D EIEMIZ OV THREILZ.

K& &M

FET=75 300 mg/kg DFESR 20 BICHE 1 61, 1k 23 B OB HIcHE 1 5ICRO 5
Uiz, TREEDS 300 mg/kg BEDOMEREFONTH HBRERLERE L TR LN,
WERME 1L T VX ORMEIC K LEOWHEEEZF T2 Mo TWA[3 D
&, WRHEREIC L AHRERR ENRRDO LN TNWRNI &0 D, JREIIHER
WEORBEICER TR EE LI OND.

REZREOKR, WBRWEICERT 2T, BB LOBERICEO k.
HRICB W CHIBRIEDIRE, HEB X OMEEE 300 mgkg BEOMERETH S
, MEBFEMCITRY ERERR, AT, A, ONBMAEMENIEEHE,
OB AR X UREE TR D /KESFREOMERE TR bz, T ofll, BIRORME
EROERB I OER ERZOBER, BEIORIE EREBES 60 XV 300
mg/kg FEDMERE TR D b7z,

BB ORYELE@EBRE, Ex ORI EEmEOR OB EIZ L > THERIN,
AL TIECREME MR, KEZES > ZLLHY, BEE2FIETAZEICEDY
EETE 2 ERNRESNTWBM4]. BB, ElRo X 5 ITHREEM 300 mgke
HOEFITROLNTWNDLZ 206, WERYEOREEICERTLEEEZXDL
N5, BoORME LR OBEFITIL OFYIZ L > THEREN, FOBE I~
T A[4]. BRILIRMEICR OGNS Z ENREL[5)], ARBR CTORBEINILZ
IT—E LT\ e, BEREORIE EREFARIL, Ex ORREIC L 58T R 0EE
BT 2FE4AEGBE LTROLNA[6]. HBRWEIIHEEANICAV ONRE A5
HTHHZ ERMOENTWA[Z &, THEAEEEFIO > bHREREEREAOR
FHZDOWTOERTH, BHERECRB T 2HREIIEE LTERI VIThRB[7]
ZEnh, BB LOBEMOZ{LIIERYEICIVERINT-bDEELLNS.
MRALERE CIE, REBEERE O 300 mgke BHOMETED b, IFE
RFBITEEORIE L LTHWLA TRV (8], RIRD & 5 IZE B~ DB R
BN AR LN TNBZ 0D, FRICHEIEMEZE X ON5.

INHHREHMTROLNET, Big, BHEOEBELBLIOMERELZR O

i, 2 BREOEEHIFICIVER T, HDINTEAR AL TORERE R
WCEEEIL, EEEMEZRL TS DEE 65,
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YR TS L7z 300 mgkg B 1 BT, RERNZ—EEOEILE LTERE
FHBLOTESOER, HESRE CRIEREE O, FCIEEnE AR’
B, MR, HBRWEICRKT AeR0E /oM, ok I OO
FLOEIRIC AR 2380 bz, BESICET Li-gm e BilimE T 5 &, kI
mens o, BEELENEREERE DIC) 223252208 LIELIERD L
5. REmbFEOEERLTWSZ Enb, R E U CREREMMENERE
FEfERE (DIC) DOFREMESRIE Iz, m@%t@%f@,wﬁ%g b 7S e S
Bt D L ofth, FREALREFEMRE CIE WZEE ORI E R OB L P O
BB OREMEMRIRE, M ¢£F@90m&%f®mﬁmm®6ht * 7z,
AFETTEMWIIFE TR B ICIRIESBEINTWEZ 2D, MEORE & K[E -
DOREFEFEAOEAL A LR L= RN E 2 bh, T LE b0 LHEINTE.

%@E%ﬁ%«@fm&bf FBEBIORRE ERO/NIE I OBHEERER

BOONED, ARFEOBWTCLIZUITEEIN BRRBREEOEIEZ 25
h,é%ﬁ%% TR BBENTWA Z LD, HBRWEIZERT S b D TIE
RNEHIET LT, Fofh, KE, ﬁ@g,m@%fﬁ RRE () BLUORE
EE T, R EICER T 2HEIIRD Dotz £, BEEHMEREE,
%%@ﬁ%;wa%ﬁaiwﬁ?%W$%E@%@m&<,@ﬁﬁ%%ﬁ@?é
IO b o T,

AFESE AT

éﬁ%ﬁ%tﬁ%MmM@ﬁ@mlﬂ®%§OELmbwﬁ;K%%i“%mT
FETIZ2 B (ER22 B~24 H) 2B LEEEZRL, DS T ORI
HERMSELT LW, GG o BEIZRBW T, E%,%ﬁﬁﬁ%émmﬁ
B EET IR EOHEITHNRD LN, T, HEHBOIEERBK
Uﬁ%ﬁﬁ@ﬁ&mymmy@ﬁf wmw;ﬂmmygﬁ@mfiﬁﬁkﬁm

, HRERF O, EHERETAAL LN, WG BEBICET LT
5h1m5:k#6,ﬁ%%ﬁ@ﬁ%%ﬁ%ﬁﬁ@ﬁwé%mk%m&%z%m
B.

T, HEH, RZRRE, AR, Nk, BN, R BEREBBIOHEET
IR EICER T AR D N -T2,

A ROKREIZBWT, HERED 300 mgkg BETHA L, IO AR IK
EEmER L. £% 4 BOAETESR, thth, s, —RIRE, AERBIOE R CIigg
BRI R T ABLITERD LN ol Lo T, HEREOB A Rbe
B, WHRORE~EEL KT THOTIIRWVEEZLNS.

PEDIHNT, NN-DAF)NLN-RFUNTY U R2REROBELEER, —BE
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PEFERREREELT, 300 me/kg BECREMIZBITOMDILT, MHESHIZIRRE
NHHI, BiEREOEELERFZCIIRTE LRBRRAFTED bz, 60 BL O
300 mg/kg FEDOMERE CIZIBIRO KME L OEFLR L OBEREOXSIE B
BHHN, M2 THERZEZDOEMED 300 mgkg BOMETRD . Zh
S SHFCROONE(bIT 2 BREOREMMICIVER TS50, BRHLNT
LRERENEREL, BEEMEZRLTCHALO LIS, AEREFHICRIE

BELLUT, 300 mgkg BECEHERTT, MEHHOILEE, HEREOBADHR
Doz,

L7edo T, RRREGETIERBITARERSEHRICETIELEEIIMRELD 10
mg/kg/day, EFEFAEFEICE THREERIIMESREIY T 300 mg/ke/day, MEHENY
72BN B TIT 60 mg/kg/day &5 % 55,
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10. 23Tk
[1113901 OiLZERE &, {bF T3 B #Htk, B, 2001.p 1262-1264.

2] EBFEADL, NN-PAFILN-RF LT Y DTy N HWEZRARSIZLS
BHEFERER, — S tFLLR M GRERE 5 :B032635), 2005..

[3] M2z e T — & —b, Tobh—/L 24B, TEERRKSAE, 2003.

[4] Gopinath C, Prentice DE, Lewis DJ. The alimentary system and pancreas. Stomach.
In: Gopinath C, Prentice DE, Lewis DIJ, editors. Atlas of experimental toxicological
pathology. Lancaster: MTP Press; 1987. p.64-5.

[5] R, IRk E. B, FFEEERE. RME LR MROESE. n:al) g
ERE. BHEREERE. 45 R B AREERESES:2000. p. 254

[6] %& S BETE. BERt,RE /RE. HIEMERB I OEEERE. B, Bk, gl
HEZ REEE SPREERZE. 4 5B FARERESS:2000.p. 272

[7]1 BARREESA LTRERAZINEZE R, REEER ORI OES#MEICEET
o7 —F—MMEEE 448), AAREERMAITER, HIK, 1988. p168-170.
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Study No. B031636
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Fig.1 Motor Activity of male rats treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,N-dimethyl-,
hydoxyide,inner salt in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig.2 Motor Activity of female rats treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,N-dimethyl-,
hydoxyide,inner salt in the combined repeat dose and reproductive/developmental toxicity screening test



Study No. B031636

550 +
500 + /
450 +
400 +
350 ¢
C
E" 300 +
2
=
2 256 1
E: —— (O mg/kg
200 + —&— 10 mg/kg
—— 60 mg/kg
150 1 —0—300 mg/kg
100 +
50 4+ Treatment Recovery
< —> < >
da
0 1 ] ! 1 ) 1 : 1 1 1 1 1 1 ! 1 1 1 1 1 1 = 1 1 ] 1 1 1 { 1 1 1 1 1 (] 4 1 1 1 1 1 : : 1 1 1 1 11 : 1 1 1 1 1 = ( y)
1 4 8 15 22 29 36 4243 50 56

Fig.3 Body weight changes of male rats treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,N-dimethy,hydoxyide,inner salt
in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig.4 Body weight changes of female rats treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,N-dimethy,hydoxyide,inner salt
in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig.5 Body weight changes of female rats (satellite animal) treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,

N-dimethyl-,hydoxyide,inner salt in the combined repeat dose and reproductive/developmental toxicity screening test



Food consumption (g/animal/day)
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Fig.6 Food consumption of male rats treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,N-dimethy,hydoxyide,inner salt

in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig.7 Food consumption of female rats treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,N-dimethy,hydoxyide,inner salt
in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig.8 Food consumption of female rats (satellite animal) treated orally with 1-Dodecanaminiumu,N-(carboxymethyl)-N,

N-dimethyl-,hydoxyide,inner salt in the combined repeat dose and reproductive/developmental toxicity screening test



Study No. B031636

Table 1 Clinical Sign - Summary Male

Test Substance Day 1 2 3 4 5 6 1 8 9 10 i1 12 13 14 15 16 17
Dose (mg/ke) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20 10 20 10 20
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No Abnormalify 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitel Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 @8 12 8 12 7 (2 8§ 12 6 12 8§ 12 7 11 6 11 4 12 5 12 8
Smudge of perinasal + 06 0 0 0 06 0 0 0 ¢ O OC O O0COCO0CO0OCCOCTDO O ODTODTDOODTDODTO OO OC T I 0 0 0 0

area
Salivation 1 ¢ 00 0 00 O0OO0CO0DCOCCOCOCTC0C 4 0 4 0 5 0 4 06 0 4 0 5 0 5 0 707 0 4
2 6 06 0 0 0 0O 0 O0CO0OCTO0OOTCCCOTCOCCOTOCTCOCCOOTOCTOCCOOCCOTOOTDODTOD O O O O O O
3 00 00 COGCOOCTCOCTODOOTODTOCTOCOOTCOCTOCOTODTOTCOCTOOCTOODOD DO OO O O O OB O
Loss of feeth + 0 0 0 0O0O0OCO0COCTO0OODODCOCCOTCOCCOCOCODOO0OTOCOC O OO0 O0ODTO0CTO0CTODTO0OO0OTO0OO0OTODDTO0O D0 O
Soiled perineal + 0 0 ¢ 00 O¢CO0CO0OO0CCO0COO 9 COCO0OTO0COO0OTCO DO OO0 OO0 O0OCTCO0C T 1T T T 0O D0 O0 O
region
Loose stool + ¢ 0 ¢ 0 0 O0OO0COCO0OCCO0CCOC OO O0CCOCOC OO0 OC O O0O 0O TOD0D D0 TCOCTC O C¢C 0 0 0 0 0 0
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dosing;

Time 20, After dosing;
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Table 1 Clinical Sign ~ Summary Male
Test Substance Day 18 19 20 Al 22 23 24 25 26 27 28 29 30 31 32 33 34
Dose (ng/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abmormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No Abmormality 12 712 712 7 12 8 12 6 12 9 12 8 12 8 12 10 12 6 12 7 12 7 12 10 12 10 11 9 11 8 11 10
Smudge of perinasal + 0 0 00 O0CO0CO0CO0OO0CCO0OTO0OO0OOCOCCO0OTO0OO0OTO0OTD0CTO0OOTCOCTOC O OO0 O0C OO0 TDOTO0OTO0OD O O
area
Salivation 1 ¢ 5 0 5 05 ¢ 4 ¢ 6 0 3 0 3 0 4 0 2 06 0 5 0 4 0¢ 2 0 2 0 2 0 3 0 1
2 0 060 0 0 O0COCTOOTCO0CCOOTCOCTO0OCTDOO OO OO OO TCOC T O OO0 O0O0OTO0OTO0CTO0O O O
3 6 0 0 0 00 0 0 00 O0CO0OOCT1I O COCCOOCOTO0DTO0CTCOC OO0 TO0OTOCTCOSC OO0 O OO0 O
Loss of teeth + 00 ¢ 090 90 000CGOCTOCO0OO0OCTO0OCCO0OCTCOCOCOCOCO0OODO0OTDDCOC O OO0 COCO0O OO0 OO0 1 1
Soiled perineal + 0 0 0 06 0 O0OO0OTOCTCOCTDHOHOCEOTDCDOOCDODTDO O O O0OO0OTD0ODTOTODTCOCTO0OTCO0OC O T 1T O 0 0 O
region
Loose stool + 0 0 0 0 0 0 90 00 O0COC OO0 OO0 O0ODTOD0TO0TO0OO0CTO0OTO0OCO0OO0OTO0OTO0TD0OTO0OCT1T D0 1 1 0 0
4+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dosing;

Time 20, After dosing;
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Table 1 Clinical Sigm - Summary Male
Test Substamce Day 35 36 37 38 39 40 41 42 43 44 45 46 A7 48 49 50 51 52 53 54 55 56 57
Dose (ug/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 &5 5 5 &5 & 5 6 §5 5 5 §5 §5 §
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 &5 5 5 &5 5 § & 5 §5 §5 5 5§
Amphitol Number of Amimals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abmormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormaliiy 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitoel Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 &5 5 &5 5 &5 5 & 5 5 5 &5 5
300 No Abnormality . 1m 611 91t 711 & L1001 10MWU 7TIU B2 5 5 5 5 65 5 5 5 5 5 §5 5 5 5
Smudge of perinasal + 0 0 0 0 0 0 0 0 0 0 0 0 O0C 0 0 0 0 O 0 OO0 OO0 O OCOCO0O 0 0 0 0
area
Salivation 1t 05 06 2 0 40 3 01 06 1 0 4 0 400 000 000 O0 O O0CTD0C 0 0 0
2 0 0 0 0 0 O0O0OO0TO0OOTO0CTCOCOTDOTDOTD0OTCOCCOEO OO OO0 D0 O OCTO0LO0OTO0C O O
3 o6 0 0 0 0 0 O0CO0OCO0COCCOC OO CO0CTOCTOC OO OO0 O0CTO0OTO0OTD0OD O OO0 0 O 0
Loss of teeth + 11 ¢t 1 111 1 1t ¢+t 11 1 1 1 1 0 00 0 0 0 0 OO0 O 0 0 0 0 ¢
Soiled perineal + 0 00 0 0 0 0O0O0CO0CO0ODTO0CTOCCO0OO0OCOTD0D OGO OO0 0 0 O0CO0CO0 0 D0 0 0 0
region
Loose stool + 0 6 0 00 0 0 O0CO0COCO0OO0CTOC O OCCOCTO0OTO0OTO0CTOC OO0 O OCTO0CTO0OTO0TO0C O O O

+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20 , After dosing;

11
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Table 2 Clinical Sign - Summary Female
Test Substance Day 1 2 3 4 5 6 1 8 8 10 11 12 13 14 15
Dose (ug/keg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
Amphitol Number of Animals 17 17 17 17 17 10 17 17 17 17 17 17 17 17 v 17 (7 17 17 7 17 17 1°v 17 17w 1 v v 1 11
0 No Abrormality YA A A YA VA Y AR VR VA Y AR Y VAR Y VAR Y AR Y YA VAR VR Y VAR YR Y R LA VIR Y S L AR L A U
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Amphitol Number of Animals 17 17 17 17 1% 17 170 17 10 17 17 iv 17 10 17 v 17 1v 17 o1v 17 o1roNT v o1t 17 o171 o171 11 11
300 No Abmormality 17 17 17 17 71 17 17 v 11 1v 17 171 17 10 i6 11 17 12 17 4 17 12 17 13 16 10 17 12 17 11
Smudge of perinasal + 0 0 0 0 0 0O COCOCODOTCCO0OTOCODTI 1T O0OO0OTO0DTO0OTO0OO0OCTO0CTO0OT1IT1T QO O0CO0 0
area
Salivation 1 00 0 0 0 0 0 0O OC OO0 T O B 0 5 0113 05 0 4 06 0 5 0 6
Soiled perineal + 0 0 00 O ODCO0OO0OOCOTCOCTO OO TLT T OO0 OO0 O0CO0OTO0OCO0OCT T O OC 0 O
region
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10 , Before dosing;

Time 20, After dosing;
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Study No. B031636

Table 3 Clinical Sign - Summary Female
Test Substance Day 16 17 18
Dose (mg/ke) Findings Time 10 20 10 20 10 20
Amphitol Number of Animals 9 9 6 6 2 2
0 No Abnormality g 9 6 6 2 2
Amphitol Number of Animals 8 8 5 5 2 2
10 No Abnormality §8 &8 5 5 2 2
Amphitol Number of Animals 9 9 9 9 5 5
60 No Abnormality 9 9 9 9 b 5
Amphito! Number of Animais ft 11 9 9 8 5
300 No Abnormality 11 9 9 5 3
Salivation I ¢ 3 0 0 0 2
+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20, After dosing;

13



Study No. B031636

/Da
8 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

: Before dosing

Findings
Number of animals
No abnormality

gn (FO Gestation) - Summary
Time 10

Clinical Si
: Female

Sex

Test Substance
Dose (ng/kg)

Table 4

LOLD

[ o]
—t—t

e\
—r—t

= an]
Tt

oNeN
—r—t

oI
Tt gt

[ {n )
— et

oea
L amion]

[ (s
T—tr—t

oaey
——

oy
et et

oI
—t—

o\
r—t et

oy
et

I
—t——t

[ {8 ]
—y—t

eaea
T—ie—t

oaea
—t—

oIe
—i—

oy
——t

[ [ ]
—t—d

[ [N
el st

[ Tang
—tr—

0

Amphitol

Tyt —t.

—t—t

O et vt
— —t

it
—t—

—d el

i
—i—

Tt et

[t e f ]
—t—

Yt

el et

St
et

—r—

G
——r—t

—t—

CJr—ie—t
—ly—t

Tt
—t—t

At —t
—tr—t

Oty
—t—

iy

G vt
e e

—t—t

it

Number of animals
No abnormality
Loss of fur

10

Amphitol

age
——

Lo (]
r—tr—t

[N {8
ot et

e
—t—t

o
—t—t

oaea
—tre—t

[ {n ]
ot

oNae
a4

[T ]
—tr—t

o
——

o3
i

[ ]
vt

oNae
—tr—t

e\
y—ta—t

[AN{n]
y—t—i

oey
et

[ [An ]
——t

[T
i et

[ (N
et —t

[ (]
—tr—t

[ {0 ]
et —t

[N
et e

Number of animals
No abnormaliiy

60

Amphitol

D el e 74

—t et

— et
—tp—t

T it
—t—

e
——t

[~ s
—r—t

aae
—r—

ogea
e et

eNeN
—r—t

oo
o y—t

[N ]
——

NIy
e

[ [
ot —t

3o
et et

[ (s 1
——

[l ]
et et

[ [t
et vl

[ [ g
A—y—t

eNeN
—t—

[ [~
Yo el

[ (o
——t

[ (on ]
——

[ (o
et

[~ [
At

¥

Number of animals
No abnormalit
Soiled perineal

Death

14




Tabl Study No. B031636.

e 4 .
Table Continued

Clinical Sign (FQ Gestation) ~ Summary
Sex : Female Time 10 : Before dosing

Test Substance /Da
Dose (mg/kg) Findings 9% 2
Amphito] Number of animals 1 1
300 No abnormality 1 1
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Tahle 4
Table Continued

Clinical Sign (F0 Gestatiom) - Summary
Sex : Female Time 20 : After dosing

Study No. B031636

Test Substance /Da
Dose (mg/kg) Findings ZE
Amphitol Number of animals 1

300 No abnormality 1

17



Table b

Clinical Sign (FO Lactatlon) - Summary
Sex : Female Time 10 : Before dosing

Study No. B031636

Test Substance /Da
Dose (mg/kg) Findings H 1 2 3 4 5
Amphitol Number of animals 12 12 12 12 12 12
0 No abnormality 12 12 12 12 12 12
Amphitol Number of animals 12 12 12 12 12 12
10 No abnormality 1T 11 11 11 11 11
Loss of fur 1 1 1 1 1 1
Amphitol Number of animals 12 12 12 12 12 12
60 No abnormality 12 12 12 12 12 12
Amphitol Number of anlmals 9 8 8 8§ 8 8
300 No abnormal ItY 8 8 8§ 8 8 8

Total litter oss |

Soiled perineal 1

region
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Table 5
Table Continued

Clinical Sign (FO Lactation) - Summary
Sex : Female Time 20 : After dosing

Study No. B031636

Test Substance /Day
Dose (mg/ke) Findings 0 1 2 3 4
Amphitol Number of animals 12 12 12 12 12
0 No abnormality 12 12 12 12 12
Amphitol Number of animals 12 12 12 12 12
10 No abnormality 1t 11 11 1t 1t
Loss of fur 11 1 1 1
Amphitol Number of animals 12 12 12 12 12
60 No abnormality 12 12 12 12 12
Amphitol Number of animals 8 8 8 8 8
300 No abnormality T 3 4 4 4
Salivation 1 5 4 4 4
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Study No. B031636

Table 6 Clinical Sign ~ Summary Female (Satellite animal)

Test Substance Day 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Dose (ng/kg) Findings Time 10 20 10 20 10 20 10 20 10 2¢ 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
Amphitol Number of Animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 §5 § &
0 No Abnormality 5 5 5 6 5 5 5 5 5 & 5 5 &5 H B 5 5 5 5 5 § § 5 5 5 5 5 5 5 & 5 5 5 5
Amphitol Number of Animals 5 5 65 5§ 5 5 5 &5 &5 5 & 5 b & 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 No Abnormality 5 5 5 4 5 5 5 5 5 4 5 3 5 2 8§58 3 5 5 H 5 5 4 5 2 5 5 5 2 5 4 5 3 5 3
Salivation 1 600t 009090 90¢ 1 0 290 302 9000 O060O0CT1T D03 DO 0 O 3 O 1L D 2 0 2

+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dosing; Time 20 , Affer dosing;
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Study No. B031636

Table 6 Clinical Sign - Summary Pemale (Satellite animal)
Test Substance Day 33 3 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 &5
Dose (me/ke) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
Amphitol Number of Animals 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 5 § 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 §
0 No Abmormality 5 5§ 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 5°-5 5 &5 5 5 5 5 5 5 5 5 §5 5
Amphitol Number of Animals 5 5 5 5 & 5 5 5 & 5 5 65 5 5 5 5 5 5 5 5 5 5 b5 5 5 5 5 § 5 5 5 5 5 5
300 No Abnormality 5 2 5 4 5 4 5 5 5 4 5 2 5 4 5 % 5 2 4 4 5 5 6§ 5 5 5 5 & 5 5 5 5 § 5
Salivation 1 0 3 06 1 ¢ 1t o0 001 0 3 0190 2 0 3 1 1 0O0CO0CO0TCO0CO0O0OTD0CO0TO0C 0 O O

4, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20 , After dosing;
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Study No. B031636

Table & (linical Sign - Summary Pemale (Satellite animal)

Test Substance Day 57
Dose (mg/ke) Findings Time
Amphitol Number of Animals ]
0 No Abnormality 5
Amphitol Number of Animals 5
300 No Abnormality b
Salivation I 0
+, Present; 1, Slight; 2, Moderate; 3, Severe;

22



Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week -1)
Sex: Female
ITtems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week -1)
Sex: Male
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week -1)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 6.5 7.5 10.4 9.5 15.5 11.6 13.2 10. 4
S.D. 3.4 3.9 4.4 6.1 4.4 4.2 4.9 2.8
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 8 12 7 9 16 7 9 14
P 4 0 5 3 1 5 3 3
See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week -1)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 4 11 5 5 16 10 10 16
P 8 1 7 7 1 2 2 1
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week -1)
Sex: Male Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week 1)
Sex: Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitel Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week 1)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 1)
Sex: Male Female
ITtems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 1.2 2.6 4.8 5.1 10. 4 12.0 6.7 58
S.D. 1.8 3.1 4.4 4.7 4.3 53 4.9 3.6
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 12 12 9 8 17 12 10 14
P 0 0 3 4 0 0 2 3

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations = Summary (Week 1)
Sex: Male Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 7 10 5 3 17 12 11 17
P 5 2 7 9 0 0 1 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.

31



Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 1)
Sex: Male Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 i2 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 2)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand~held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 2)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 11 17 12 12 17
% 0 0 0 1 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week 2)
Sex: Male Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 4.0 4.3 3.3 4.8 9.8 11.0 11.5 9.5
S.D 2.8 4.0 3.4 4.2 5.8 5.0 7.0 4.4
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 9 12 6 5 17 12 12 13
P 3 0 6 7 0 0 0 4

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 2)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 8 10 6 6 17 12 12 17
P 4 2 6 6 0 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 2)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 3)
Sex: Male Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 3)
Sex: Male
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations —~ Summary (Week 3)
Sex: Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 2.7 3.0 3.4 3.7 5.9 7.2 5.4 7.1
S.D. 1.5 3.0 3.4 5.7 3.6 4.8 4.0 52
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 10 10 10 9 12 10 10 15
P 2 2 2 3 5 2 2 2

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detajled Clinical Observations — Summary (Week 3)
Sex: Male Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 8 8 8 4 17 12 11 17
P 4 4 4 8 0 0 1 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 ] 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 3)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 4)
Sex: Male Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Table 7 Detailed Clinical Observations - Summary

(Week 4)

Study No. B031636

Sex: Male
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 4)
Sex: Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 4.3 6.8 3.9 2.1 6.6 6.7 7.0 6.8
S.D. 2.6 7.1 4.8 2.5 4.4 3.3 4.0 4.5
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 10 12 6 6 14 10 11 15
p 2 0 6 6 3 2 1 2

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 4)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose {mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 8 11 8 6 17 12 12 17
P 4 1 4 6 0 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week 4)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations -~ Summary (Week 5)
Sex: Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 11 17 12 12 17
P 0 0 0 1 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week 5)
Sex: Female
Ttems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (meg/ke): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 6.5 7.0 4.2 2.8 3.6 5.0 4.3 5.6
S.D. 4.2 5.9 4.4 3.9 2.7 3.5 2.1 3.9
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 7 10 9 7 14 10 10 16
P 5 2 3 5 3 2 2 1

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 9 10 7 5 17 12 12 17
P 3 2 5 7 0 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co~ordination movement N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations — Summary (Week 6)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held ohservations (Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 6.3 9.0 5.3 3.0 9.8 53 7.8 7.9
S.D. 3.7 4.9 3.8 2.3 4.2 2.4 4.3 6.6
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 9 11 11 9 12 11 12 16
P 3 1 1 3 5 1 0 1

See Amnex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical (Observations — Summary (Week 6)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 9 11 11 8 17 12 12 17
p 3 1 1 4 0 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B031636

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Male Female
Items Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B031636

Table 8 Functional Tests - Summary (Week 6)
Sex: Male Female
ITtems Test Substance: Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose (mg/kg): 0 10 60 300 0 10 60 300
Number of Animals: 5 5 5 5 5 5 5 5
Sensory reactivity to stimuli (Criteria)
Approach response 1 0 0 0 0 0 0 0 0
2 5 5 5 5 5 5 5 5
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Touch response 1 0 0 0 0 0 0 0 0
2 5 2 3 4 5 5 5 5
3 0 3 2 1 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Auditory response 1 0 0 0 0 0 0 0 0
2 5 5 5 5 5 5 5 5
3 0 0 0 0 0 0 0 0
Tail pinch response 1 0 0 0 0 0 0 0 0
2 5 5 5 5 5 5 5 5
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Aerial righting reaction 1 5 5 5 5 5 5 5 5
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Grip strength
Forelimb grip strength Mean (g) 1049.6 1046. 8 1165.0 1255.0 1033.8 1109. 2 1064.6 1033.5
S.D. 71.5 97.5 168.0 175.2 169. 8 140.9 128.6 91.4
Hindlimb grip strength Mean (g) 509. 8 641.0 657.0 633.4 589. 4 567. 4 610.2 540. 3
S.D. 78.2 122.3 135.2 114.7 107. 2 25.5 70.5 53.5

Significantly different from control
See Annex 12.7 for details of criteria.

1ok, P<0.05 ; sk, P<O.01
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Study No. B031636

Table 9 Motor Activity - Summary (Week 6) Male

Test Substance Time: 0-10 min 10-20 min 20-30 min 30-40min 40-50min 50~60min Total
Dose(mg/kg) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
Amphitol Mean 2536.0 1128.4 468. 4 117.0 245.2 99.0 4594.0
0 S.D. 247.1 599.7 618.6 112.7 525.5 166. 3 1223.8
n 5 5 5 5 5 5 5
Amphitol Mean 2223.8 601.4 13.6 75.6 315.2 398.8 3628.4
10 S.D. 289. 3 372.3 20.4 65.5 692.0 882.3 2004. 2
n 5 5 5 5 5 5 5
Amphitol Mean 2456. 6 1534.8 587. 4 300.6 37.8 2.8 4920.0
60 S.D. 265.6 707.1 538.7 514.4 62.9 2.6 1756.0
n 5 5 5 5 5 5 5
Amphitol Mean 2543.8 1223.8 258.0 85.2 41.8 60.2 4212.8
300 S.D. 400.1 947.7 323. 8 77.7 35.8 82.3 1641.9
n 5 5 5 5 5 5 5

Significantly different from control : *, P<O.05 ; %k, P<0.01
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Study No. B031636

Table 10 Motor Activity - Summary (Week 6) Female
Test Substance Time: 0-10 min 10-20 min 20~30 min 30-40min 40-50min 50-60min Total
Dose(mg/kg) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
Amphitol Mean 2414.0 1442. 4 867.6 263. 8 177.2 33.2 5198.2
0 S. D. 493.7 536. 4 722.8 439.6 251.2 34.1 1855.9
n 5 5 5 5 5 5 5
Amphitol Mean 2296. 2 1891.6 1889. 4 1253. 4 1203. 2 748.0 9281.8
10 S.D. 281.0 385.0 422.9 740.3 948. 3 947.3 3315.6
n 5 5 5 5 5 5 5
Amphitol Mean 2121.0 969.0 714. 2 385.8 413.2 363.8 4967.0
60 S.D. 178. 3 594.1 - 690.9 535.0 572.0 608.0 2102.7
n 5 5 5 5 5 5 5
Amphitol Mean 1978.4 987.0 526. 2 411.6 221.2 380.2 4504.6
300 S.D. 156. 2 530.1 560.7 544. 1 335.1 579.7 2059. 2
n 5 5 5 5 5 5 5

Significantly different from control :

*, P<0.05 ; #%, P<C.01
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Table 11

Body Weight - Summary

Study No. B031636

Male it : g
Test Substance  Day 1 4 8 15 22 29 36 47 43 5 56
Dose (ug/kg)
Amphitol Mean 353.5 369.8 388. 6 413.6 435. 8 460. 2 471.8 492.7 484. 8 504. 4 516.2
0 S.D. 1.2 2.1 26. 4 33.4 36.8 42.3 43.9 47.8 19.5 22.2 22.3
1 12 12 12 12 12 12 12 12 5 5 5
Amphitol Mean 364 2 374.0 393.9 420. 2 439.1 462, 7 481.8 493.9
10 S.D. 20. 3 19.3 24,0 30.3 32.0 35.4 38.0 33.0
n 12 12 12 12 12 12 12 12
Amphitol Mean 351.2 367. 9 383.3 409.3 432.1 456. 3 475.3 493.8
60 S.D. 19.0 18.5 21.6 24.8 28. 2 33.6 37.8 39.6
1 12 12 12 12 12 12 12 12
Amphitol Mean 352.1 368.1 388.1 395.3 427. 2 447.8 464. 1 477.8 470. 8 495. 8 515. 8
300 $.D. 20.0 22.2 25.5 34.5 26. 8 25.5 35.1 35.0 28.3 26. 2 30,3
il 12 12 12 12 12 12 12 12 b 5 5

Significantly different from comtrol

£, 0. 05; % 0. 0L
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Study No. B031636

Table 12 Body Weight ~ Summary Female Unit : g
Test Substance  Day 1 4 8 15
Dose (ng/ke)
Amphitol Mean 2271 236. 6 244. 8 260. 8
0 $.D. 10.7 10.8 11.4 1.9
1 17 17 17 11
Amphitol Mean 230.0 237. 8 247.6 264. 7
10 S.D. 9.4 13.8 16. 3 2.1
I 12 12 12 12
Amphitol Mean 229.8 234.5 243.3 257.2
60 S.D LT 12.1 13.2 14.7
1 12 12 12 12
Amphitol Mean 226.9 238.2 244.4 259. 1
300 S.D. 13.2 11.0 20,7 18.4
1 17 17 17 17

Significantly different from conirol

%, 0. 05; #%,P<0. 0L
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Table 13 Study No. B031636
Body Weight (F0 Gestation) - Summary

Unit : g
Test Substance

Dose (ng/kg) /Day 0 7 14 20
Amphitol Mean 264. 6 303. 1 341.1 431. 2
0 S.D. 13.0 3.5 11.9 19.7

n 12 2 12 12
Amphito] Mean 268. 1 310. 3 352. 4 432. 8
10 S.D. 21.5 22. 3 25. 1 36.5

n 12 2 12 12
Amphitol Mean 263. 8 307. 4 341. 3 419. 8
60 S.D. 15. 6 1.6 23. 4 36. 2

n 12 2 12 12
Amphitol Mean 2710 3117 346. 9 419.9
300 . D. 19,1 20. 1 26.5 471

1 12 2 12 11

Significantly different from control 1 %, P40, 05; %% P<0. 0L,
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Table 14

Body Weight (FO Lactation) — Summary

Study No. B031636

Unit : g
Test Substance
Dose (ng/ke) /Day 0 4
Amphitol ¥ean 308. 1 334. 7
] S.D. 13. 7 17.0
1 12 12
Amphitol Mean 326. 5 350. 0
10 S.D. 36.0 26. 2
1 12 12
Amphitol Mean 3173 342.9
60 S.D. 28, 7 23. 0
n 12 12
Amphitol Mean 328. 6 344. 5
300 S.D. 28.0 2g.7
n

Significantly different from control

» %, P<0. 05; ##, PO, 01,
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Study No. B031638

Table 15 Body Weight - Summary Female (Satellite animal) Unit : g
Test Substamce  Day 22 29 36 42 43 50 56
Dose (mg/kg)
Amphitol Hean 283. 4 290. 6 299. 8 306. 4 306. 8 315. 4 320.2
] S.D. 13.9 16.0 20. 8 17.8 15.8 2.7 22.9
1 ] 5 § 5 5 5 5
Amphitol Mean 275.6 284, 4 296. 6 302. 8 3010 313. 6 320. 4
300 S.D. 26.7 34.3 33.8 28.9 30.8 36.1 42.0
1 5 5 5 5 5 5 5

Significantly differemt from comtrol

: % 0. 05; #% 0. 01

65



Table 16

Study No. B031636

Accunmliative Body Weight Gain - Summary Male Unit : g
Test Substance  Day 1 4 8 15 22 29 36 43 43 5 56
Dose (mg/kg)
Amphitol Mean 0.0 16. 3 35.1 60. 1 82.3 106.7 124.3 139. 2 132.6 152.2 164.0
S.D. 0.0 5.7 11 18.5 2.8 28.0 29.8 34.0 12.1 15.3 18.0
n 12 12 12 12 12 12 12 12 5 5 5
Amphitel Mean 0.0 19.8 30.8 66. 0 84.9 108.5 127.7 139. 8
10 S.D. 0.0 47 59 13.8 16.1 7.8 21.4 23.7
il 12 12 12 12 12 12 12 12
Amphitol Mean 0.0 16. 8 31 58.2 80.9 105.1 124.2 142. 6
60 S.D. 0.0 5.1 6.6 9.3 1.7 17.8 21.6 24.2
1 12 12 12 12 12 12 12 12
Amphitol Mean 0.0 16.0 36.0 43.2 5.1 95.8 112.0 125.7 120.2 145.2 185. 2
300 S.D. 0.0 4.6 8.5 32.6 16.6 13.0 19.4 19.6 18.7 11.8 12.0
1 12 12 12 12 12 12 12 12 5 5 5

Significantly different from contrel

. %, P40, 05; %% 0. 01
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Table 17

Accumulative Body Weight Gain - Summary

Study No. BO31636

Female Unit : ¢
Test Substance  Day 1 4 8 15
Dose (mg/kg)

Amphitol Mean 0.0 9.6 17.8 33.7
0 S.D 0.0 6.3 7.8 9.9

1 17 17 17 17
Amphitol Mean 0.0 1.8 17.6 34,7
10 S.D. 0.0 7.5 10.4 15.1

1 12 12 i2 12
Amphitol Mean 0.0 4.8 13.6 2.4
60 5.D. 0.0 3.3 5.9 8.3

il 12 12 12 12
Amphitol Mean 0.0 1.2 17. 4 32.2
300 S.D. 0.0 5.5 14.6 12.0

n 17 17 17 17

Significantly different from control

% 0. 05; #%, <0, 01
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Table 18 Study No. B031636

Body Weight Gain (FO Gestation) - Summary

Base : Day 0 of Gestation Unit : g
Test Substance .
Dose (mg/kg) /Day 0 7 14 20
Amphitol Mean 0.0 39. 1 76. 5 166. 6
0 3. D. 0.0 5 5 9.5 14. 8
n 12 12 12 12
Amphitol Mean 0.0 42,3 84. 3 164. 7
10 S.D. 0.0 7.0 9.7 24,2
n 12 12 12 12
Amphitol Mean 0.0 43. 6 7.4 156. 0
60 S.D. 0.0 4.3 9.6 22. 7
I 12 12 12 12
Amphitol Mean 0.0 40. 7 75. 9 148. 6
300 S.D. 0. 3.1 12.5 38.5
o1 12 12 12 11
Significantly different from control 4, P<0. 05 #% 2<0. 0L
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Table 19 Study No. B031636

Body Weight Gain (F0 Lactation) - Summary

Base : Day 0 of Lactation Unit : g
Test Substance
Dose (ng/kg) /Day 0 4
Amphitol Mean 0.0 26. 6
0 S.D. 0.0 5.3
n 12 2
Amphitol Mean 0.0 23.5
10 S.D. 0.0 9.9
1 12 2
Amphitol Mean 0.0 517
60 S.D. 0.0 4.4
n 12 2
Amphitol Mean 0.0 13. 4
300 S.D. 0.0 8.9
n 9 8
Significantly different from controil . % PL0. 05; #%, P<0. 01.
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Study No. B031636

Table 20 Accumulative Body Weight Gaim - Summary Female (Satellite animal) Tnit : g
Test Substamce  Day 22 29 36 42 43 50 56
Dose (mg/ke)
Amphitol Mean 0.0 7.2 16. 4 23.0 . 22.4 32.0 36. 8
0 S.D. 0.0 4.9 7.8 4.6 1.4 9.1 11.2
n 5 5 5 5 5 5 5
Amphitol Mean 0.0 8.8 2.0 2.2 25. 4 38.0 4.8
300 S.D 0.0 8.1 8.3 6.4 1.3 10.0 15.3
1 5 5 5 5 5 5 5

Significantly different from control

% PCO.05; #% <0 0L
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Study No. B031636

Table 21 Food Consumption ~ Summary Male Unit : g/animal/day
Test Substance Day 4 8 15 22 29 36 38 50 52
Dose (ng/ke)
Auphitol Mean 28.15 29.17 28.92 30. 48 29.20 32.92 27.76 28. 40
0 $.D. 2. 81 2. 86 2.97 2.90 2.59 2. 71 0.80 2.30
1 12 12 12 12 12 12 5 5
Amphitol Mean 28,12 30. 87 29.26 30. 43 30. 68 30. 29%
10 S.D. .77 1.73 1. 91 217 2.52 2.64
1 12 12 12 12 12 12
Amphitoel Mean 28. 84 28. 79 29.53 31. 00 29. 83 31.50
60 S.D. 2.22 2.03 1.57 1. 25 2. 41 2.42
i 12 12 12 12 12 12
Amphitol Mean 27. 43 29.58 28. 71 30. 77 30. 72 29.00%%x 31 10%#+ 31.20
300 $.D 2.18 2.23 3.12 2.08 3.05 2. 49 1.98 3.15
1 12 12 12 12 12 12 5 5

Significantly different from comtrol

: %, PL0.05; #%,PL0. 0L
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Study No. B031636

Table 22 Food Consumpiion - Summary Female Unit : g/aninmal/day
Test Substance Day 4 8 16
Dose (me/kg)
Amphitol Hean .41 22.48 23.55
0 5D 1. 64 1. 44 1. 45
1 17 17 11
Amphitol Mean 2226 2421 3.2
10 3D 226 %34 .18
n 12 12 12
Amphitol Mean  20.24 2L 72 22.48
60 5.D. 1.42 178 L7
! 12 12 12
Amphitol Mean  20.24 2240 2192
300 3.D. 1.62 3.05 2. 48
1 17 17 17

Significantly different from control

: £ P40, 05; #, P{0. 01,
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Table 23 Study No. B031636

Food Consumption (F0 Gestation) - Summary .
Unit : g/animal/day

Test Substance

Dose (mg/kg) /Day 1 14 20
Amphitol Mean 26.0 27.9 20. 8
0 S.D. 1.1 1.7 1.9

i} 12 12 12
Amphitol Mean 26. 8 20,7 29. 6
10 S. D. 2.9 3.0 2.8

1 12 12 12
Amphitol Mean 25. 4 27. 6 28. 4
60 S. D. 1.6 2.3 2.6

n 12 12 12
Amphitol Mean 25.7 28. 3 28.3
300 . D. 1.9 3.0 4,2

n 12 12 11

Significantly different from control o % B0, 05; #%, P<0. 01.

73



Table 24

Food Consumption (FO Lactation) — Summary

Study No. B031636.

Unit : g/animal/day

Test Substance

Dose (mg/kg) /Day 4
Amphito] Mean 37.2
0 S.D. 5.4

n 12
Amphitol Mean 38. 7
10 S.D. 9.3

n 12
Amphitol Mean 36. 6
60 S.D. 4,7

i} 12
Amphitol Hean 35.1
300 S.D. %‘6

n

Significantly different from control

%, P<0. 05; #%, <0, 01
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Study No. B031636

Table 26 Food Consumption ~ Summary Femzle (Satellite animal) Unit : g/animal/day
Test Substance Day 22 29 36 42 50 56
Dose (ug/ke)
Amphi tol Mean  23.56 24.02 22.78 21.04 2080 2. 04
0 8D 2.3 1.78 2.03 1.85 1.66 1.68
1 5 § 5 5 5 5
Amphitol Mean 22.60 22.18 23. 34 20. 02 23.62 21. 80
300 S.D. 2.80 3.29 1. 93 1.78 3. 06 3.72
1 5 5 5 5 § 5

Significantly different from control

: %P0, 05; #%, 0. 01L.
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Study No. B031636

Table 26 Hematology ~ Summary Male
Test Subsfance Red Blood Hemoglobin Hematocrit MOV MCH MCHC Platelet Reficulocyte PT
Dose (ug/ke) Cell Count corc. Count Ratio
x10B6/ 1L g/dL % iL pg 3 x10B3/ 1l % sec
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
fmphitol  Mean 8.650 8420 1550 1502  46.98 45.72 54.38 5436 IT.94 17.84 33.02 32.86 9816 1064.2 2. 06 2.4 2250 18.30
¢ S.D 0.328  0.319 0.51 0. 47 1. 60 1. 54 2.08 1. 96 0.76 0. 44 0.43 0. 43 4.6 279 0.30 0. 67 3.29 2.00
1 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 ] 5
Amphitol  Mean 8. 332 15. 14 45. 56 54. 68 18. 14 33. 16 1101. 8 2.28 17. 94%
10 S.D 0. 243 0.19 0.95 115 0.35 0.54 153.2 0.30 1. 68
il 5 5 ] 5 5 5 5 5 5
Amphitol  Mean 8. 426 15. 36 46. 10 54,74 18.24 33. 32 995. 6 2.80 19. 50
60 S.D. 0. 397 0.71 217 2.29 1. 05 0. 85 140. 4 0.35 2.57
n 5 5 5 5 5 5 5 5 5
Amphitol  Mean 8.520 8598 15.30 15.08 46.46 46.14 5456 53.72 17.94 17.56 3292 3270 11374 1055.6 2.34 250 17.86% 20.68
300 S.D. 0.267  0.298% 0. 41 0.47 1. 55 1.2 .81 1. 59 0.38 0.52 1.02 0.22 4.0 1249 0. 86 0. 44 2. 40 2.83
il 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 §

Significantly differeat from comirol

: %740 05; #% P0. 0L
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Study No. B031636

Table 26 Hematology — Summary Male
Test Substance APTT
Dose (ng/ke)
sec
Day 43 Day 57
Amphifol  Mean 21.26  20.26
¢ S.D 1. 18 1.15
n 5 5
Amphitel  Mean 20. 24
10 S.D. 1. 00
n 5
Amphitel  Mean 21. 84
60 S.D. 1. 67
i} 5
Amphifol  Mean 19.96  20.76
300 S.D. 1.75 .17
il 5 5

Significantly different from comtrol

: % P<0. 05; #%, P<C. 01
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Study No. B031636

Table 26 Hematology - Summary Male
Test Substance ¥hite Blood Lymphocyte Neuirophilic Neutrophilic Bosinophil Basophil Monocyte
Dose (mg/ke) Cell Couni Segmented Band

X103/ 1L F 1 ¥ % % %

Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57

Anphiiol Mean
0 8D

Amphitol  Mean
10 S.D.
n

Amphitol  Mean
60 S.D.
B

Amphitol  Mean
300 S.D.
1

10.352 10.000 82.60 8436 1620 1134 0.20 0.00 . . . . 2. 40
3.403  3.524 8.26 5.27 7.60 431 0. 45 0.00 0. 84 0. 89 0. 00 0.00 L.10 114

5 ] 5 5 5 5 § 5 5 ] 5 ) ] ]
8. 772 83.72 14,26 0. 00 0. 60 0.06 1. 42
1.252 3.38 3.88 0. 00 0. 89 0.00 0. 94
5 5 5 § 5 5 5
9. 260 79.18 18.84 0. 60 0.80 0.00 120
2. 769 18.78 14.14 0. 00 0.84 0.00 1. 10
§ 5 5 5 § § 5

Significantly different from control

1 %, P0.05; #4, 0. 01,
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Study No. B031636

Table 27 Hematology ~ Summary Female
Test Substance Red Blood Hemoglobin Hematocrit MOV HCH MCHC Platelet Reticulocyte PT
Dose (ng/kg) Cell Count conc. Count Ratio
x10B6/ 1L g/dl % L pg % x10B3/ 1L % sec
Day 43 Day 57 Day 48 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
Awphitol  Mean 6.872 7.936 13.10 14.88 39.42 43.68 57.38  55.04 19.04 1876 33.20 3406 1193.4 11422 5.78 250 1746 15.76
0 S.D. 0. 343 0.191 0. 62 0. 55 .90 1. 39 0. 44 2. 06 0.11 0. 67 0.12 0. 47 T5. 7 125.4 0. 97 0.52 0. 97 0. 54
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Amphifol  Mean 6. 564 13. 36 40. 42 58. 12 15.22 33. 04 1252.2 6. 63 17. 86
10 8D 0. 877 0. 95 2.91 2.48 0.72 0.32 343.9 L1 0. 76
il 5 5 5 5 5 5 5 5 b
Amphitol Mean 6. 890 13.30 38.78 57.78 19.28 33. 38 1213.0 6. 14 17. 24
60 S.D. 0. 390 0.70 1.95 .11 0.42 0.23 67.5 1.31 0.32
i 5 5 § b 5 5 5 b
Amphitol Mean 6. 600 1. 764 12. 88 14. 62 38.58 43.28 58.50  55.76 18. 50 18.84 3338 33.78 1262.4 1014. 6 5. 96 2.46 17.24 15. 68
300 S.D. 0. 314 0. 355 0.40 0.13 1.13 1. 87 1. 69 1. 48 0. 44 0.72 0.31 1. 16 238.0 71. 8 1.44 0.21 0. 67 0.30
il 5 5 5 § 5 5 5 5 5 ) 5 5 5 5 § 5 5 b

Significantly different from conirol

%, 0. 05; #% 1<0. 01
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Study No. B031636

Table 27 Hematology — Summary Female
Test Substance APTT
Dose (mg/ke)
sec
Day 43 Day 57
Amphitol  Mean 16.44  16.56
0 S.D 1. 48 0.91
il 5 5
Amphitol  Mean 14. 48
10 S.D. 2.16
il 5
Amphitol  Mean 16. 72
60 S.D. 2.37
n 5
Amphitol  Mean 14.96 16.86
300 S.D. 1. 61 1. 40
i 5 5

Significantly different from confrol

: 4,40, 05; #4,P<0. 0L
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Study No. B031636

Table 27 Hematology ~ Summary Female
Test Substance ¥hite Blood Lymphocyte Neutrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (mg/kg) Cell Count Segmented Band
x10B3/ uL b3 % % % % %
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 483 Day 57 Day 43 Day 57
Amphitol Mean 10. 658 6. 080 75. 10 84. 50 21. 90 12.08 0. 60 0.00 0. 80 1. 60 0. 00 0.00 1. 60 1.82
0 S.D. 2.458  1.416 1100 58  10.91 4,80 0. 55 0.00 0. 84 L4 0.00 0.00 1.14 1.33
il 5 5 5 5 5 ] 5 5 § 5 5 5 § 5
Amphitol  Mean 10. 866 66. 86 28.74 0.20 1. 80 0.00 2. 40
10 S.D. 2.816 7. 61 1.61 0. 45 0. 84 0.00 2.07
] 5 5 5 5 5 H] 5
Amphitol Mean 11. 242 75. 00 22.00 0.49 1.40 0..00 1.20
60 S.D. 2. 694 12. 14 11. 38 0. 89 0. 89 0.00 0. 84
n 5 5 5 5 5 5 5
Amphitel  Mean 10.522  6.224 63.14 8538 31.40 1322 1.02 0. 00 0. 80 0.20¢ 0.00 0.00 3.64 .20
300 S.D. 3. 663 2. 3317 11.29 2.69 9.52 2. 71 2.28 0.00 0. 45 0. 45 0. 00 0.00 1. 99 0. 84
i} 5 5 5 5 5 5 5 5 b 5 5 5 5 5

Significantly different from control

£ B0, 05; ¥+, 0. 01.

81



Study No. B031636

Table 28 Blood Chemistry ~ Summary Male
Test Subsiance ASAT (GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (ug/ke) Bilirubin Nitrogen Cholesterol
/1L /L /L WL mg/dL ng/dL mg/dL ng/dL ng/dL
Day 48 Day 57 Day 43 Day 67 Day 43 Day 67 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
Amphitol  Mean 96.0  125.6 32.0 34.9 1.2 2.2 3716  378.0 0.10 0.10 12.48 1468 0.22 0.30  125.8 125.2 62.0 67.2
0 S.D 19.9 29.5 1.9 9.2 0.4 L1 58.0 67.3 0.00 0.00 0. 93 2.07 0.04 0.00 10.1 15.4 12.8 30.3
1 5 5 5 b 5 5 5 5 5 5 5 5 5 § § 5 § ]
Amphitol Mean 105. 4 30.0 2. 0% 395. 4 0.10 13.08 0. 30% 118.0 66. 2
10 S.D 20. 8 6.0 0.0 91.1 0.00 0. 56 0.00 13.7 13.8
1 § 5 5 5 5 5 5 5 5
Amphitel  Meam 23.0 30.0 1.8 383.6 0.10 13.34 0.24 121. 6 63. 8
60 S.D. 1.3 4.0 0.4 5.3 0. 00 1.37 0. 05 10. 1 13.1
1 5 ] 5 5 5 § 5 5 5
Amphitel  Mean 92.4  148.0 28.2 50.2 1.9 1.6 3048 3812 0.10 0.10  16.76%% 14,04 0. 28 0.28 1122 1172 61.2 61.2
300 8D 10. 9 42.1 2.0 46. 3 0.0 0.5 30.7 75.2 0. 00 0.00 2. 06 1.42 0.04 0. 05 13.7 4.2 7.9 12.0
1 § 5 5 5 5 5 5 5 ] ] 5 5 5 5 § 5 5 5

Significantly different from control

: % P0.05; #%, P40, 0L
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Study No. B031636

Table 28 Blood Chemistry — Summary Male
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K ¢l
Dose (mg/kg) Protein Phosphorus
mg/dL g/dL g/l mg/dL ng/dL mmol/L mmol/L mnol /I,
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
Aumphitol  Mean 23.0 26. 6 6. 64 6. 92 3.06 320 0.868 0862 5.98  10.02 7.58 .60 146.8  147.0 452 440 1050 103.4
0 S.D 8.1 9.9 0.19 0.37 0.15 0.10  0.098  0.095 0.33 0.22 0.32 0. 42 0.8 L0 0.28 0.21 0.7 1.8
i ] 5 5 5 5 5 5 5 5 ] 5 5 5 ] 5 § 5 5
Amphitol  Mean 20. 2 6. 94 3.08 0. 780 10. 10 7.54 147.0 4.64 105. 2
16 8D 3.3 8.13 0.13 0. 045 0.21 0.17 1.0 0.15 0.8
1 5 5 5 5 5 5 ] 5 5
Amphifol  Mean 28.2 6. 92 3.18 0. 856 10.22 7.90 147. 4 4.58 105. 6
60 S.D. 12.2 0.42 0.20 0.095 0. 41 0.17 L5 0.38 1.5
L 5 5 5 5 5 5 5 5 5
Auphifol  Mean 4.4 44.0 6.70 7.00 3.08 3.28 0.84 0.878 10.04 10.06 7.82 778 1470  146.8 4,62 452 1032  104.6
300 S.D. 1.9 30.5 0.28 0.43 0.19 0.13  0.048 0.054 0.37 0.31 0.42 0. 36 1.0 1.3 0.20 0. 27 2.4 1.1
i 5 § 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from control

: % 10, 05; #% PO, 0L
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Study No. B031636

Table 29 Blood Chemistry - Summary Female
Test Substance ASAT (GOT) ALAT(GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (mg/kg) Bilirubin Nitrogen Cholesierol
/L U/L /L /L mg/dL ng/dL g/ dL ng/dL mg/dL
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Dav 43 Day 657 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
Amphitol Mean 137. 4 163. 4 h4. 4 44.4 1.6 L8 298.0 164. 2 0.10 0. 14 19.16 14, 98 0.32 0.32 121. 8 135.4 11.8 79.4
0 8D 22.2 11 16.6 30.0 0.9 0.4 45. 7 60.1 0. 00 0. 05 1. 68 2.70 0. 04 0.04 6.3 9.4 13.9 18.4
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Amphitol Mean 117. 8 47.6 1.8 259. 6 0.10 20. 56 0.30 125. 8 80.4
10 S.D. 19.8 12.9 0.8 58.0 0. 00 3.70 0. 00 6.2 14.3
n 5 5 5 5 5 5 5 5 ]
Amphitol  Mean 123.2 49.8 1.4 313.8 0.10 18. 34 0. 30 122.0 64. 8
60 S.D. 19.0 1.2 0.5 196. 4 0. 00 2.02 0.00 6.1 8.6
1 5 5 5 5 5 5 5 5 5
Amphitol  Mean 1320 127.8 79.8 30.0 2.0 .8 4010 138.4 0.08 0.10  26.66% 18.68 0. 36 0.38 1112 130.8 7.8 7.8
300 S.D. 23.2 32.1 25.3 12.3 0.0 0.4 86. 7 35. 4 0.04 0. 00 2. 55 3. 07 0. 05 0. 04 10.1 14.7 14.4 23.8
I § 5 5 5 5 5 5 5 5 5 5 5 5 5 5 § 5 5

Significantly different from control

2 % B0 05; *%, I<0.01.
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Study No. B031636

Table 29 Blood Chemistry ~ Summary Female
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K Cl
Dose (mg/kg) Protein Phosphorus
ng/dL g/dL g/dl ng/dL mg/dL mmol/L mmol/L mmol/L
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 48 Day 57 Day 483 Day 57 Day 43 Day 57
Amphitol Mean 76. 0 23.2 6. 74 1. 34 3.14 3. 62 0. 862 0. 972 10. 70 10. 22 9, 26 6. 46 145.0 146.0 4.46 3. 94 101. 8 106. 2
0 S.D 68. 8 6.8 0. 33 0. 39 0.18 0.27 0.038 0. 067 0.31 0. 29 0.31 0. 68 1.9 0.7 0.21 .22 3.4 24
1 5 5 5 5 5 5 5 5 5 5 § 5 5 5 5 5
Amphitol Mean 70. 6 6. 94 3. 30 0. 906 10. 80 9.16 146. 2 4. 36 103. 6
10 5D 13.8 0. 05 0.10 0. 050 0.33 0.51 1.8 0.17 21
hl § 5 5 H § ] ] §
Amphifol  Mean 53.0 7.10 33 0. 876 102 9. 64 146. 4 4,32 104. 4
60 S.D 24.8 0.19 0.21 0. 076 0.29 117 0.9 0.33 L3
1 5 5 5 ] 5 5 5 5
Amphitol Mean 62.0 20.6 6. 92 1.48 3. 16 3. 64 0. 850 0. 950 13.46%  10.20 9.96 6. 44 146. 2 145. 6 4. 50 4,02 104.2 107. 8
300 S.D. 21.8 14.0 0.26 0. 66 0.28 0.42 0.088  0.068 4,45 0. 47 0.38 0.34 1.3 1.5 0. 25 0.26 1.8 1.5
i 5 5 5 5 5 5 5 § 5 5 5 5 5 5 5 §

Significantly different from control

4, P<0. 05; %, P<O0. 01,

&5



Study No. B031636

Table 30 Urinalysis - Summary Hale
Test Substance pH Protfein Glucose Ketones Bilirubin Occult Blood
Dose (mg/ke)
50556065707.58085>) - +~-1+ 2 34 - +-14 24 3 -~ /-1 4 #H - 4 W H - -1+ 24 3
Day 38 Day 38 Day 38 Day 38 Day 38 Day 38
Amphitol
1 0 8 0 0 0 0 0 5 0 0 0 3 2 0 5 0 0 0 0 6 0 4 1 0 4 1 0 0 5 0 0 0 0
Amphitol
10
il g0 06 0 0 0 ¢ 90 4 1 0 0 2 3 0 5 ¢ 0 0 0 I 03 190 3 2 0 0 5 0 0 0 ¢
Amphitol
60
1 c 0 0 0 0 0 0 2 3 0 0 2 3 0 5 0 0 0 0 0 2 3 0 0 3 2 0 0 5 0 0 0 ©
Amphitol
300
il ¢ 0 0 0 0 0 1 38 1 0 0 4 1 0 5 0 0 0 0 0 2 8 0 0 4 1 0 ¢ 5 0 0 0 0

Significantly different from control

: % P0.05; #%, B<0. 01
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Study No. B031636

Table 30 Urinalysis ~ Summary Male
Test Substance Urobilinogen
Dose (mg/ke)
BU/dl
0.1 1.02.04.0>8
Day 38
Amphitol
0
] 0 5 0 0 0
Amphitol
10
I 2 3 0 0 0
Amphitol
60
n 6 5 0 0 0
Amphitol
300
I 2 3 0 0 0
Significantly different from centrol %P0 05; %4, PL0.0L
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Study No. B031636

Table 31 Organ Weight - Summary Male
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Testes
Dose (mg/ke) Veight

g g ng g g g g ng g
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57

Amphitol  Mean 466.0  490.0 2.13¢ 2158 321.8 3134 1.4s6  1.626 10.962 12.388 0.700 0.808 2.976 3.246 6500 59.20 3.347T  3.600
0 S.D 1.0 19.8  0.098  0.100 26. 9 53.3 0.094 0.163 1.354 L.914 0.097 0.149  0.357 0.167 1668 IL.37 0.316 0.348
1 7 5 ] ] 5 ] 5 & 5 § 5 5 5 ] 5 § 7 )
Amphitol  Mean 465. 8 2.150 330.2 1. 512 11216 0. 790 3.130 68. 68 3. 339
10 5D 36. 3 0.094 75.5 0. 153 1198 0. 039 0.199 12.79 0. 358
L 12 5 5 5 5 8 5 ] 12
Amphitol  Mean 463. 7 2,122 361. 6 1510 12. 462 0. 882 2.996 63. 22 3. 484
80 5.D. 39.4 0.025 163. 6 0.170 2. 432 0.185 0.170 5.53 0. 262
il 12 5 5 5 5 5 b 5 12
Amphitol  Mean 440.3 4842 2.066 2.090 2328 301.2 1.474 1.584 11.244 12.982 0.718 0.798 3.144 3.278 68.56 57.62 3.290 3.628
300 S.D. 32.8 285 0.096  0.086 523 1032 0.127 0169 0.820 1.6%0 0.088 0.094 0.276 0.179 3.49 9.79  0.740  0.165
5

8
it 7 ] g 5 5 § 5 5 5 5 5

Significantly different from comtrol 1§, PO 05; %%, 0. 0L
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Study No. B031636

Table 31 Organ Weight - Summary Male
Test Substance Bpididymides
Dose (mg/kg)

g
Day 43 Day 57

Auphitol  Mean 1.304 1.398
0 S.D 0.108 0.112
il 1 5
Amphitol  Mean 1. 276
10 S.D 0.116
n 12
Amphitol  Mean 1. 336
60 S.D. 0. 056
1 12
Amphitol Mean 1. 259 1.442
300 S.D. 0. 254 0. 079
)il 1 5
Significantly different from comirol % PO, 05; #4, PL0. 0L
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: %, P<0. 05; %, P<0. 01
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Study No. B031636

Table 33 Organ Yeight - Summary Female (Satellite animal)
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals
Dose (mg/kg) Veight
g g ng g g g g ng
Day 57 Day §7 Day 57 Day 57 Day 57 Day 57 Day 57 Day &7
Amphitol  Mean 299. 4 1. 992 340.2 0. 976 7. 810 0. 566 1.044 77.40
0 S.D 20. 8 0. 041 1.5 0. 050 0. 843 0. 050 0.178 6. 75
I 5 5 5 5 5 5 § 5
Amphitol Mean 289.0 1. 970 272. 2 0. 930 7. 986 0. 560 1.980 T4.02
300 S.D 39.4 0. 066 38.2 0. 063 1. 318 0. 099 0.210 10. 55
n 5 5 5 5 5 5 5 5

Significantly different from control

: % PL0.05; #% PLO. 0L
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Table 34

Relative Organ Weight ~ Summary

Study No. B031636

Test Substance
Dose (ug/ke)

Final Body Brain Thymus
Yeight
% x103%

g
Day 43 Day 57 Day 43 Day 57 Day 43 Day &7

Testes

%

Day 67 Day 43 Day 57

Amphitol  Mean
0 S.D

Amphitol  Mean
10 S.D
T

Amphitol  Mean
60 S.D.
n

Amphitol  Mean
300 S.D
1

466.0  490.0  0.488  0.442 7496
61.0 10.8  0.047  0.029 6.12
7 ] 5 § ]
465. 8 0. 458 2. 34
36.3 0.026 16. 33
12 § 5
463.7 0. 450 74.70
3%.4 0. 054 26.78
12 5 5

440.3 4842 0.474  0.432  B3.00
32.8 28.6  0.03% 0.019 9.5
1 5 5 5 5

1.96  0.746  0.750
224 0.169  0.041

Significantly different from comtrol % PK0.05; % PO 0L



Study No. B031636

Table 34 Relative Organ Weight - Summary Male
Test Substance Epididymides
Dose (ng/ke)
%
Day 43 Day 57
Amphitol  Mean 0.286  0.284
0 S.D 0.046  0.018
1 7 5
Amphitol  Mean 0.274
10 8D 0.022
1 12
Amphitol  Mean 0. 290
60 S.D. 0. 022
n 12
Amphitol  Mean 0.287 0.298
300 S.D. 0. 054 0.013
1 7 5
Significantly different from control : %, 740, 05; #% P0. 0L
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Study No. B031636

Table 36 Relative Organ ¥eight - Summary Female (Satellite animal)
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals
Dose (mg/kg) Yeight
g % x10-3% % % % % x10%%
Day 57 Day &7 Day 57 Day 87 Day 57 Day 57 Day 57 Day 57
Amphitol  Mean 299. 4 0. 666 114. 46 0. 326 2. 608 0.190 0. 652 25, 94
0 8D 20.8 0. 054 27.53 0.018 0. 186 0. 028 0.079 2. 58
i 5 5 5 5 5 5 5 5
Amphitol  Mean 299.0 0. 672 91.24 0. 334 2. 660 . 188 0. 664 25. 02
300 S.D. 39.4 0. 114 8. 05 0. 038 0.128 . 016 0. 052 418
1 ] 5 5 5 5 ] 5 5

Significantly different from conirol

1 %, 20, 05; %, 0. 01,
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Study No. B031636

Table 37 Necropsy Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/ke mg/ke mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Number of Animals Examined <T> <12> <12> <7> <12> <12> 12> <8>
Lung (and bronchus)
Reddish patch 1 4 0 1 1 0 0 0
Stomach
Raised patch, forestomach, mucosa 0 0 0 0 0 0 0 1
Thickening, forestomach, mucosa 0 0 0 7 0 0 0 6
Yellowish change, forestomach, mucosa 0 0 0 4 0 0 0 0
Liver
Hepatodiaphragmatic nodule 0 0 1 0 0 1 0 0
Kidney
Cyst 0 0 1 0 0 0 0 0
Testis
Small 1 0 0 1
Epididymis
Small 1 0 0 1
Yellowish patch, tail 1 0 1 0
Thyroid
Aplasia 0 0 0 0 0 0 1 0
Parathyroid
Aplasia 0 0 0 0 0 0 1 0
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Scheduled sacrifice

Study No. B031636

Table 37 Necropsy Findings - Summary
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg mg/kg ng/ke mg/kg mg/kg ng/kg mg/kg ng/kg
Findings Number of Animals 7 12 12 7 12 12 12 3
Number of Animals Examined <7> 12> <12> <> <12> <A2> <12 <8>
Skin
Fur loss 0 0 0 0 0 1 0 0
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Study No. B031636

Table 37 Necropsy Findings - Summary Scheduled sacrifice ( recovery )
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol
Dose 0 300 0 300
Organ Dose Unit ng/kg ng/kg mg/ke ng/kg
Findings Number of Animals 5 5 5 5
Number of Animals Examined <5> <5> <5 <5>
Lung (and bronchus)
Reddish patch 1 0 0 0
Liver
Reddish patch 0 0 1 0
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Study No. B031636

Table 37 Necropsy Findings - Summary Death
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit mg/kg
Findings Number of Animals 2
Number of Animals Examined <2
Stomach
Thickening, forestomach, mucosa 2
Pituitary
Enlargement 1
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Study No. B031636

Table 37 Necropsy Findings - Summary Total litter loss
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit mg/ke
Findings Number of Animals 1
Number of Animals Examined <
Thymus
Atrophy 1
Stomach
Thickening, forestomach, mucosa 1
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg ng/kg mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Heart <5 <0> 0> <5 <5 <O ) <5>
Degeneration, myocardium, focal 1 1 1 0 0
2 0 0 0 0
3 0 0 0 0
Lymph node, mandibular <5> <0> 0> <5> <5> <0> <O <5>
Lymph node, mesenteric <5 <0> <O> <5 <5 <O> <0> <5
Thymus <5 0> <O <5 <5 <5> <5 <5
Cyst 1 1 0 0 0 0 0
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Spleen <5 <> <O <5> <5 <0> < <5
Extramedullary hematopoiesis 1 0 0 4 5
2 0 0 0 0
3 0 0 0 0
Bone marrow, femur <5 <O 0> <5 <5> <0> <O <5>
Trachea <5> 0> <> <5 <5 0> 0> <5
Lung (and bronchus) <6 4> <O <5 <6 <0 <0> <5
Cell infiltration, inflammatory, focal 1 0 0 0 1 0
2 0 0 0 0 0
3 0 0 0 0 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control

: *, P<0.05; #x, P<0.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ng/ke ng/kg ng/kg ng/kg ng/kg ng/kg ng/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Lung (and bronchus) <6> <4> <0> <5 <6> 0> 0> <5>
Hemorrhage, focal 1 0 2 1 1 0
2 0 0 0 0 0
3 0 0 0 0 0
Metaplasia, osseous 1 1 0 1 0 0
2 0 0 0 0 0
3 0 0 0 0 0
Stomach <5 <5 <5 < <5 <5 <5> 8>
Cell infiltration, inflammatory, forestomach, 1 0 0 0 5 sk 0 0 0 6 ok
diffuse 2 0 0 0 1 0 0 0 1
3 0 0 0 0 0 0 0 0
Edema, forestomach 1 0 0 0 5 kK 0 0 0 5 *
2 0 0 0 1 0 0 0 0
3 0 0 0 0 0 0 0 0
Erosion, forestomach 1 0 0 0 3 0 0 0 3
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Hyperkeratosis, forestomach 1 0 0 0 3 * 0 0 0 7 Hok
2 0 0 0 3 0 0 0 0
3 0 0 0 0 0 0 0 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control

¢ %, P<0.05; #x, P<0.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg meg/kg ng/kg ng/kg ng/kg mg/ke ng/kg ng/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Stomach <5 <55 <5> <7 <5> <5 <5 <&
Hyperplasia, squamous, forestomach 1 0 0 0 3 Kok 0 0 0 1 *k
2 0 0 0 3 0 0 0 6
3 0 0 0 1 0 0 0 0
Mineralization, glandular stomach 1 0 0 0 0 0 0 0 1
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Parakeratosis, forestomach 1 0 0 0 4 0 0 0 2
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Small intestine, duodenum <5> <0> <0> <5> <5> <5> <5> <5>
Small intestine, jejunum <5 <0> 0> <5 5> <0> <0> <5
Small intestine, ileum <5> 0> <0> <5 <5 0> <0> <5
Large intestine, cecum <5 <O <0> <5> <5> <0> 0> <5>
Large intestine, colon <5> 0> 0> <5> <5> <0> <0> <5>
Large intestine, rectum <5 <0> <0> <5> <5> <0> <0 <5>

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control

1 %, P<O.05; #x, P<0.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ng/kg ng/kg mg/keg ng/kg mg/kg mg/ke mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Liver <5> 0> <1 <5 <5 <1 O <5
Cell infiltration, inflammatory, focal 1 3 1 2 0 0 1
2 0 0 0 0 0 0
3 0 0 0 0 0 0
Kidney <5 <5> <6 <5 <5 <5> <5 <5
Basophilic tubule, proximal tubule 1 5 2 4 2 0 2 1 3 *
2 0 0 0 0 0 0 0 1
3 0 0 0 0 0 0 0 0
Cast, hyaline 1 1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Cyst 1 1 0 1 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Degeneration/necrosis, tubular epithelium 1 0 0 0 0 0 0 4 * 4 *
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Hyaline droplet, proximal tubule 1 0 0 0 1 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe"
Significantly different from control

¢ %, P<0.05; *k, P<0.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg mg/kg mng/kg ng/ke mg/kg mg/ke ng/ke mg/ke
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Kidney <5> <5> <6> 5> <5> <5> <5> <5
Hyperplasia, pelvic epithelium 1 0 0 4 * 3 0 0 1 3
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Mineralization, cortex 1 1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Mineralization, papilla 1 2 1 1 0 0 0 1 1
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Urinary bladder <5 <5> <5> <5 <5> <5 <5> <55
Hyperplasia, mucosal epithelium 1 0 0 5 sk 0 sk 0 0 5 *k 0 Kk
2 0 0 0 5 0 0 0 5
3 0 0 0 0 0 0 0 0
Testis <5 <O> <O <5>
Atrophy, seminiferous tubule, diffuse 1 0 0
2 0 1
3 0 0
Atrophy, seminiferous tubule, focal 1 0 0
2 1 0
3 0 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control

: %, P<0.05; sk, P<C.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ng/kg mg/kg mg/kg mg/ke mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Epididymis <5> <0> <> <5>
Cell debris, duct 1 1 0 1
2 0 0 0
3 0 0 0
Decrease, sperm, duct 1 1 0 0
2 0 0 1
3 0 0 0
Granuloma, spermatic 1 1 1 0
2 0 0 0
3 0 0 0
Seminal vesicle <5> 0> 0> <5>
Prostate <5> <0> 0> <5>
Cell infiltration, lymphocyte, interstitium 1 2 1
2 1 0
3 0 0
Ovary <5> <0> <) <5>
Uterus <5> <O> 0> <5>
Vagina <5 0> <O <5>

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control

¢ %, P<0.05; #%, P<0.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg ng/ke mg/ke me/kg ng/keg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Pituitary <5> 0> <0> <85> <5 <O 0> <55
Cystic dilatation, Rathke’s pouch 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Thyroid <5> <0> <> <5> <5> 0> <0> <5>
Ectopic thymic tissue 1 0 0 1 0
2 0 0 0 0
3 0 0 0 0
Ultimobrancheal remnant 1 3 1 3 1
2 0 0 0 0
3 0 0 0 0
Parathyroid <5 0> 0> <5> <5> <O 0> <5>
Adrenal <5 <0> <0> <5> <5 <0> <0> <5
Accessory adrenocortical tissue 1 1 0 0 0
2 0 0 0 0
3 0 0 0 0
Hypertrophy, cortical cell, glomerular zone, focal 1 1 0 0 0
2 0 0 0 0
3 0 0 0 0
Brain <5> <0> 0> <5> <5 <0> <0> <5>
Spinal cord <5 <O> <0> <5> <5 <0 <0> - <5>
<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control : %, P<0.05; #x, P<0.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol Amphitol
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/ke mg/ke mg/ke ng/kg mg/ke mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 8
Grade
Sciatic nerve <5> <0> <> <5 <57 <0> <0> <5>
Skin <0> <0> <0> <0> 0> <> <0> 0>
Atrophy, hair follicle 1 1
2 0
3 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control

: %, P<0.05; #+, P<O.01
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Study No. B031636

Table 38 Histological Findings - Summary Scheduled sacrifice (recovery)
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol
Dose 0 300 0 300
Organ Dose Unit mg/ke mg/ke mg/kg mg/ke
Findings Number of Animals 5 5 5 5
Grade
Thymus 0> <0> <5> <5
Lung (and bronchus) <1 <M 0> <0>
Hemorrhage, focal 1 1
2 0
3 0
Stomach <5> <5> <5> <5>
Hyperplasia, squamous, forestomach 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
Small intestine, duodenum <0> <0> <5> <5
Liver <0> 0> <1 <0>
Hemorrhage, focal 1 1
2 0
3 0
Kidney <5> <5> <5 5>
Basophilic tubule, proximal tubule 1 2 1 2 2
2 0 0 0 0
3 0 0 0 0
Hyaline droplet, proximal tubule 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control

: %, P<0.05; #+, P<O.01
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Study No. B031636

Table 38 Histological Findings — Summary Scheduled sacrifice (recovery)
Sex Male Female
Test Substance Amphitol Amphitol Amphitol Amphitol
Dose 0 300 0 300
Organ Dose Unit mg/ke mg/kg mg/kg mg/kg
Findings Number of Animals 5 5 5 5
Grade
Kidney <5> <5 <5> <5
Hyperplasia, pelvic epithelium 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Mineralization, cortex 1 1 0 0 0
2 0 0 0 0
3 0 0 0 0
Mineralization, papilla 1 0 1 2 0
2 0 0 0 0
3 0 0 0 0
Urinary bladder <5> <5> <5> <5>
Hyperplasia, mucosal epithelium 1 0 5 Kk 0 5 ek
2 0 0 0 0
3 0 0 0 0
<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
Significantly different from control v %, P<O.05; #x, P<O.01
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Study No. B031636

Table 38 Histological Findings - Summary Death
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit mg/kg
Findings Number of Animals 2
Grade
Heart 2>
Lymph node, mandibular <2
Lymph node, mesenteric <2>
Thymus 2>
Atrophy 1 1
2 0
3 0
Hemorrhage 1 1
2 0
3 0
Spleen <2>
Atrophy, white pulp 1 1
2 0
3 0
Bone marrow, femur 2>
Trachea 2>
Cell infiltration, inflammatory, lamina-propria 1 0
2 1
3 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Study No. B031636

Table 38 Histological Findings - Summary Death
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit ng/kg
Findings Number of Animals 2
Grade
Trachea <2
Necrosis, mucosal epithelium 1 0
2 0
3 1
Lung (and bronchus) <2
Congestion 1 0
2 1
3 0
Edema 1 1
2 0
3 0
Thrombus 1 1
2 0
3 0
Stomach 2>
Erosion, forestomach 1 1
2 0
3 0
Hyperkeratosis, forestomach 1 0
2 2
3 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe

112



Study No. B031636

Table 38 Histological Findings ~ Summary Death
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit ng/kg
Findings Number of Animals 2
Grade
Stomach 2>
Hyperplasia, squamous, forestomach 1 2
2 0
3 0
Parakeratosis, forestomach 1 1
2 0
3 0
Small intestine, duodenum <2>
Large intestine, cecum <1
Large intestine, colon <2>
Large intestine, rectum 2>
Liver <2>
Thrombus, central vein 1 0
2 1
3 0
Kidney <1>
Urinary bladder <1>
Hyperplasia, mucosal epithelium 1 1
2 0
3 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Study No. B031636

Table 38 Histological Findings - Summary Death
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit ng/kg
Findings Number of Animals 2
Grade
Ovary <2>
Uterus 2>
Hemorrhage 1 1
2 0
3 0
Vagina 2>
Pituitary 2>
Parathyroid <2>
Adrenal <2>
Necrosis, focal 1 1
2 0
3 0
Brain 2>
Spinal cord 2>
Sciatic nerve 2>

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Study No. B031636

Table 38 Histological Findings - Summary Total litter loss
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit mg/kg
Findings Number of Animals 1
Grade
Heart <1>
Lymph node, mandibular <
Lymph node, mesenteric <1
Thymus <1>
Atrophy 1 1
2 0
3 0
Spleen <1>
Bone marrow, femur <>
Trachea <1
Lung (and bronchus) <>
Stomach <1
Atrophy, mucosa, glandular stomach 1 1
2 0
3 0

Cell infiltration, inflammatory, forestomach,
diffuse

WO DN =
OO

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Study No. B031636

Table 38 Histological Findings - Summary Total litter loss
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit mg/kg
Findings Number of Animals 1
Grade
Stomach 1>
Erosion, forestomach 1 1
2 0
3 0
Hyperkeratosis, forestomach 1 0
2 1
3 0
Hyperplasia, squamous, forestomach 1 1
2 0
3 0
Parakeratosis, forestomach 1 0
2 1
3 0
Small intestine, duodenum <>
Hyperplasia, mucosal epithelium 1 1
2 0
3 0
Small intestine, jejunum <>
Small intestine, ileum <1>
Large intestine, cecum <>

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Study No. B031636

Table 38 Histological Findings - Summary Total litter loss
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit mg/kg
Findings Number of Animals 1
Grade
Large intestine, colon 1>
Large intestine, rectum <1
Liver <1
Vacuolation, hepatocyte, diffuse 1 0
2 1
3 0
Kidney <>
Basophilic tubule, proximal tubule 1 1
2 0
3 0
Degeneration/necrosis, tubular epithelium 1 1
2 0
3 0
Hyperplasia, pelvic epithelium 1 1
2 0
3 0
Vacuolation, proximal tubule 1 1
2 0
3 0

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Study No. B031636

Table 38 Histological Findings - Summary Total litter loss
Sex Female
Test Substance Amphitol
Dose 300
Organ Dose Unit mg/ke
Findings Number of Animals 1
Grade
Urinary bladder <1>
Hyperplasia, mucosal epithelium 1 1
2 0
3 0
Ovary <
Uterus <1>
Vagina <1>
Pituitary <1
Thyroid <1>
Ultimobrancheal remnant 1 1
2 0
3 0
Parathyroid <>
Adrenal <
Hypertrophy, fascicular zone 1 1
2 0
3 0
Brain <1>
Spinal cord <1>

<> , Number of animals examined
1, Slight; 2 , Moderate; 3 , Severe
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Total litter loss

Study No. B031636

Table 38 Histological Findings - Summary
Sex Female
Test Substance Amphitol
Dose 300

Organ Dose Unit ng/kg

Findings Number of Animals 1
Grade
Sciatic nerve <1>

<> , Number of animals examined
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Table 39

Reproductive Performance (F0) - Summary
Mating Stage : 1st

Study No. B031636

Incidence of

Mating Period

Number Mean Females

Test Substiance of Bstrous  with Irregular Number of Day of Copulation  Fertilii
Dose (ng/kg) Pairs Cycle Estrous (ycle Estrous Conceiving Index (%) Index (%
Amphitol Mean 4. 00 0.0 2 4 100. 0 100. 0

S. D. 0 00 0.0 1.1
Pf?l 0 n 12 12 0/12 12 12 a) (12/12) b) (12/12)
ﬁmphiiol 0 %{egn 6 lz)g 88 %? 100. 0 100. 0
F 10 n 12 12 0/12 12 12 (12/12) (12/12)
Amphitol Mean 4. 00 0.0 2.9 100. 0 100. 0
1 60 S.D. 0. 00 0.0 1.2
F 60 n 12 12 0/12 12 12 (12/12) (12/12)
Amphitol Mean 4, 05 0.0 3.1 100. .
e ang 0 015 0.0 0 0.0 LT
F 300 n Il 1/12 12 12 12/12) (11/12)

Number of copulated females Number of pairs
bg o //N 5

Number of pregnant f

Significantly different from conirol

enales umber of copula males

ted f
%, PL0. 05 #%, P<0. 01.
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Table 40

Delivery Data (F0) - Summary

Study No. B031636

Test Substance

Number of Number of Implantation Delivery Gestation
Dose Gestation Length Corpora Impiantation Total Number Index Index Index
{mg/ke) {days) Lutea Sites of Offspring (%) (%) (%)
Amphitol Mean 22. 4 16. 8 16. 3 15. 4 96. 51 94. 88 100. 0
0 S.D. 0.5 1.9 2.0 2.0 4,21 4. 83 (12/12) a)
n 12 12 12 12 12 12
Amphitol Mean 22.8 15. 8 15.8 13.3 98. 46 84. 43 100. 0
10 S.D. 0.5 1. 6 1.6 3.3 2. 80 17. 73 (12/12)
il 12 12 12 12 12 12
Amphitol Mean 22. 6 14. 4 14. 1 12.8 97. 40 89. 79 100. 0
50 S.D. 0.5 2.9 3.0 3.6 4.95 12. 20 (12/12)
) 12 12 12 12 12 12
Amphitol Mean 23. 1% 15. 7 15.3 13. 1% 97. 15 86. 40 81. 8
300 S.D. 0.3 1. 1 1.2 1.3 4,43 7. 86 {9/11)
I 9 i1 11 9 11 9

a) :Number of pregnant animals delivered live offspring / number of pregnant animals
Significantly different from control

%, P<O.05; %% P<O. 01.
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Table 41 Study No. B031636
Litter Size and Viability Index (FI) - Summary

Total Number Number of Live Number of Live Offspring on Day 4 Numher of Live Viabilit
Test Substance of Offspring Offsggln - - Offspring Index (%y
%os;k ) at Birth at Birt before Culling after Culling on Day b 5 5 5
ne/ke i F Total ¥ F  Total M F Total M T Total M F Total O & 8"
Amphiiol Mean 7.3 8.2 154 1.2 7.8 150 7.1 7.8 14.9 97. 22 99. 51
R 10 L I L R A L A LA
wm  Car/es) (“36/94 5 (85/94 3
Amphitol M 6. 3 7.0 13.3 8. 3 .0 13.3 6. 3 7.0 13.3 . .
SRS TR o ATEEA N B R I A A A 10?1).288 10§.288
W (5784 ) C75/84 ) CT5/84 )
Amphitol Mean 5.8 7.0 12.8 5.8 7.0 12.8 5.8 7.0 12.8 . .
s T AR ANE A B A A AL 10({%.2 00 108.283
awn  Cro/ses Crosse’s Cro/se'S :
Amphitol Mean 6.1 6.4 13 1% 51 5.7 10.8 5.8 6.3 12.0 83. 98.
P 300 ShD' 2.93 2.91 1.3 3.1 3.90 4.96 2.86 2.85 2.87 3431.9% 5.8(2)(1‘1
/5 ( 55/88 ) (46/51) (46/50 )
Significantly dijferent from control < % P<O.05; %%, <0, 01,
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Table 42 Study No. B031636

Clinical Sign (Fl before Weaning) - Summary
Stagecz Bef%re(Culling &

Test Substance Day
Dose (mg/k 0 1 2 3 4
(ne/ g)/Findings(M/F)
Amphitol  Number of dams 12 12 12 12 12
PAILOG  Number of offsprin O 87/9870 86/94 85/94 85/94 85/94
Nmber of dams with abormal offsprizg o} 85/01 85/94 85/94 85/04
0 ormall
Death Q/EI0) L7470 176 070 0/0 070
Amphitol  Number of dams 12 12 12 12 12
PRIM0  Namber o ot ispring 15/8470 15/84 75/84 T5/84 T5/84
Rumber of fans with abuornal offspring .} 75/80 75/84 75/84 75/80
0 ormail :
Death(/EIG) 07070 070 070 070 0/0
Amphitol  Number of dams 12 12 12 12 12
PRILSD  Number of offsprin O 0/8400 70/84 10/81 10/84 10/84
yuner of fans with abnormal offspring -, ) 70/84 70/84 10/83 10/84
0 grmaill
Death QW/E/0) 0/0/0 0/0 0/0 Wi 0/0
Loss of suckling 0/1
Amphitol  Number of dams 9 8 8 8 3
300  Number of offspr;ng . 55/58/5 46/51 46/50 46/50 46/50
Rumber of Jams with abnormal offspring .0 16/5) 46750 46/50 16750
0
Death (H/F/T) 6/175 01 i 070 070

M:Male, F:Female, U:Unable fo be sexed on day 0
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Table 43 Study No. BO31636

Body Wei%ht of Offspring (F1 before Weaning) - Summary
Sex : Male

Unit : g
%est Substance before Culling / after Culling
pse
(mg/kg) /Day 0 4
Amphitol Mean 6. 5 10. 4
0 S. D. 0.6 0.9
n 12 12
Amphitol Mean 7.0 11. 6
10 S.D. 1.1 2.0
i 12 12
Amphitol Mean 6. 9 11. 4
60 S.D. 0.8 1.8
n 12 12
Amphitol Mean 7.4 11. 9
300 S. D 0.4 1.0
i) 8 3
Significantly different from control . 4, P<0. 05; %4, P<0. 01.

124



Table 43 Study No. B031636

Body Weight of Offspring (Fi before Weaning) - Summary

Sex : Female Unit : g
gesi Substance before Culling / after Culling
ose
(mg/kg) /Day 0 4
Amphitol Mean 6.0 9.8
0 S.D. 0.5 0.8
1 12 12
Amphitol Mean 6.6 11.1
10 S.D. 1.1 2.0
n 12 12
Amphitol Mean 6.5 10. 8
60 S. D. 0.7 1. 7
n 12 12
Amphitol Mean 6. 8 11.1
300 S.D. 0.7 1.1
I 8 8
Significantly different from conirol : %, P<0. 05 #%, P<O0. 01.
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Table 44

Body Wei%gt Gai%

of Offspring (F1 before Weaning) - Summary

Study No. B031636

Sex : Ma ase : Day 4 after Birth Unit : g
Test Subsiance hefore Culling after Culling
Dose
(mg/kg) /Day 0- 4
Amphitol Mean 3.9

0 S.D. 0.5
n 12
Amphitol Mean 4.5
10 S.D. 1.0
n 12
Amphitol Mean 4.5
60 S. D, 1.1
n 12
Amphitol Mean 4,5
300 S.D. 0.9
n 8
Significanily different from control 1 %, P<0.05; #% PO 0L
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Table 44 Study No. B031636

Body Weight Gain of Offsprlng (F1 before ¥eaning) - Summary

Sex : Female Base : Day 4 after Birth Unit : g
Test Substance before Culling after Culling
Dose
(mg/ke) /Day 0- ¢4
Amphitol Mean 3.1
0 S.D. 0.5
1 12
Amphitol Mean 4,5
10 S.D. 1.0
n 12
Amphitol Mean 4.3
60 S.D. 1.2
n 12
Amphitol Mean 4,3
300 S.D. 0.8
n 8
Significantly different from control + %, P<0. 05 *%, <O 01.
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Table 45

External Examlnatlon of Offspring (F1) - Summary

Study No. B031636

0 (Birth Day)
Test S bstance Amphitol Amphitol Amphitol Amghitol
Dose 0 10 60 00
Number 0 Dams . 12 12 12 9
Number of Offspring 180 159 154 97
Number of Dams with Apomalous Offspring 05 0.0%g 0§ 0.0%3 OE 0.0%; OE 0.0%3
Number of 0ffspring with Any Anomalies 0C 0. 0% 0( 0.0% 0C 0.0% 0( 0.0%

Significantly different from conirol

: %, P<0. 05; %%, P<0. 0L
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Table 46

Necropsy Findings (F1 Offspring)
Test Substance : Amphitol

Study No. B031636

Test Substance Scheduled Sacrifice Dead Dead Dead Dead
Dose(mg/kg)  /Findings Day: 4 0 1 2 3

M F M

Amphitol Number of offspring examined 85 94 1

0 No abnormality 85 94 1
Amphitol Number of offspring examined 75 84
10 No abnormality 75 84
Amphitol Number of offspring examined 70 84
60 No abnormality 70 84

Amphitol Number of offspring examined 46 50 9

300 No abnormality 46 50 9

M:Male, F:Female
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